(i9)02^Bi#WJt (jp) (12) ^ ^ # 11= ^ ^ (A) aimmmmmm^ 

i^^¥8-506112 

(5i)intci.' mm^ ffmm^n fi 

A6 1K 47/48 Z 7433 -4 C 





#S¥6 -517355 


(71)tmSA 




> 


(86) (22)ffiSH 


ip^6^(1994) 1^268 






98119. 


(85)||iRXSIfflB 


¥^7^(1995)7^280 






410 




PCT/US 9 4/0 1 0 3 4 


(.72mmm 






(87)Hli84!il5B#^ 


W09 4/1 6 7 06 






98053, V 




¥^6^(1994)8 ^4 B 










0 8/0 1 1, 6 6 9 








(32)«ifeH 


1993^1^283 




1822 




(33)«5fe«i*ffiH 


*H (US) 










EP(AT, BE. CH, DE, 






98037. 9 


DK. ES. PR, 


GB. GR, IE, IT, LU, M 








C, NL, FT, S 


E), CA, JP 




6620 










#3S± 5BB «t (^1-3^) 
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(2) 8 - 5 0 6 1 1 2 

So 

^xii^iiiik^ommmmmm^t^^m-c^-or. i^rco : 
8 . mMmMijmmximm'^y^^^ y y ^^#t^ ^^^^^^^^^ 



(3) iff 8-5 0 6 1 1 2 



D00008450.006 



(4) #g¥ 8 - 5 0 6 1 1 2 

sk^mmmm<r)im^ ^ > t ^ - 

mm. ^moM ^ et^i- ^ ^ « ^ d^^^ ^ 1- ^ mis^js j: i/^smo^ 7 

^ ^ ^ - » tc^t L -c ffi] ^ tiTtilt^+B^o^^fi^j i fz immiH^X i ^^ir h 

stenting) f^ffl) JfiLW^?tMia-^OT^0^lJoa^$ fcfiMetf^mtCM-f-^o i 

fz. ifflM±ittg^#:i3 J: »i=¥vtMBSo ^ 1 H ^ - (Dnm-^Bi^mm 

(D^^^iy^fzi^^^mTy^-r^o 

^mmmmmm^mmmm (pica) mmwk<7)mB.^: ^-o^^o^.m^z 

Jt«L. 1983^^C39,000c7)M76^||^fe$i^, 1987^i:i50, 0000^^7)^^*1^$ 
. 1988^JC25G,000OM®;6^'*;^$tL, ^ LT19944fi$ -^[1500, OOOPTCA/^^M 

tfz\im\t^^4^-^7.^m^€^mtt^o mmm^-ttz\t^'mk(D^w (4*s$ 
X) \mm^<^mii\z.ii^^x^ti]Xh^ ^t^mm^fitzo 

f£h^^^m^^ixf'^^<Df^x^mm:^i'^mi)^h^'r^^ti)^hho 

(3) oPim^(^mmmu(DnmK'o\^x(n\^i^-fy-(Dm'tti:?^ii:^x 



(5) 8 - 5 0 6 1 1 2 

Aii^Rtt^^tLT §-CV^^ (1, 2, 4, 5) o 

^m\-'^^mt L < ^^\^^mm(Dmm^mmt^ tm^^tix^^^^it^^^ (4, 
5, 6) It. ^i^mx^imt^t^. mtL<^j:\^mm^mmm^^t^^t 

mm^^^um^^^ir^o y(D^y'^Yii. ijmmMmmm'j^^tx^^^^^^ 

^^)i-yt7-~7^)]^iimt^^t{zx-ox. irf^i^ib. ikmMmumzisif^ 
r^«j(7)Ma^i^ffit:ov^T. ^Lxm^^^m^fifzm^mmM^imt 

mim\kt^U.^:^^^^^flfz 9 ; 7l^iI#Stl^4,929,602^) o 

^)i'^')ym (Verrucarins) id XXfU ^) i/yM (Roridins) li. ±<DMM< 
n-trV v'i'A • ij T (Myrothecium Verruca r i a) jo i: CF^ n-t U A • 

mjv'^A (Myrothecium roridium) i i LT^^^ tiS h V n 

<^\^^.^m%-f^^}iifM. ^\^x^fim-^m.^m^-thii-. ab^v^mift< 



(6) Jf^S^P 8 - 5 0 6 1 1 2 

tmmz. mm. m^<^mmm(DW5^y(iiim^tt ^ ^ tit 

mmx^^^^ti)^^:ho list;. mmmm<Dmmmmi<zt)fz<^xm^^(Dx^ 

(DmmMKm^(D^mx^^'rh^mmmm^^^ y^^^Mtfzu^y^^ k\ 



(7) #ST8-5 0 6 1 1 2 

ho x-hm^^mrAo^cD^^yH-^h : (i) mm<7)ixm^^'^irh^\ h^^^ 
; (2) fmr^fm^^'X.hi)\ hz>\^\muwm^ 

3 ) mm^-^ co^^ t fz \t6^%(D^ > t: e ^ -o 1 ^(D^^mwMK 

m^\t. ^)i'ij')ytfz\tu^)i;y^^ts, ^^itc^^v^roNA^ 

Silvia* t^L-C. Mx.{i\ Jfiil^fM^Mim^T), tS^^t/c^^lKit^ltJfl-'?) 
yC. -^4 y^9yyD^j:t') tfz. :^mMKXhimofzi^K^lhfih 

UTir^^')i7y (cspG) KSimj^KM^t^m^mmm^n^y^^^MKmL 

^ -f-t-C^?^ tv\imjcj3V>T. iOCSPGii|^250kDa(7)^^l:^^1-^o i L 

v\i§.Mi^i3v>-c. skmrnmrn-k^^y^'^^Mii. ^i^-^i < ti>^o-^M'7)m^^m 
^tf ^ y^-^^Mii'^y ^ u -i- MXim- m- 0} tfzii^(Dmtmmm^<D fab 



(8) 



8 - 5 0 6 1 1 2 



N'- 1 ^ i/ K V ;^ A ^ - -Hr^^g-^^oi 0- 3 M~i 0- 1 2 M(7)?tS^Mi- ^ ^ 

mt^. mtmm<^nM'kmmt^i)\ -h^^Ht^(ox.nt^:mwMm.^m-fz>^ 

m^m\^<D\mn^^d^-rfzibKy^m'^^^ho ^mn(D^mM\i. ie 
mm {-fts^h^. #w (Dmmmmmtfzimt'i%M^m'ptfz\±m'^.'r 

^m^(D^^-fm\i. ut t < \t^5^m\^(owmi'tfziii-jm.^^i>\m 



(9) #«¥8 - 5 0 6 1 1 2 

fflia ^ 1^ $ ^ V ^ xmmm mm. -?> v ^ immmm ^ ^ti^^t ^ ^) o -e 
ti . mm^m^ x zr/ 1 tz mxm-< > ^ - m ^ fi\ h ^ ^ v 

v^?^^f|555*!±n i; v> Ai3 it/v^- • a^^^y h ^ v> (Pseudomonas 

exotoxin) . ^^h(Dm\mtfz\mmmnmw'^'^z>o ^-^m^^m^.. 
m%mom.(nfz^\z^ ^mti:immt. mmmi.. mmmm^ttzitixm 

VY^vy (Pseudomonas exotoxin) ^ < y id I'tf 9 y U^i — -if ^ > 

bif^- m^if. :^^^u7.y^'^)y) , 7.y^y::ti^y^ $)^i^ii^tih(Dm 

m=^wmm&. :P^m^-^y^:^^^t~) (Ty^motzisbK, immnttzimwrnMii 

M<7)^mK9-yyy^4 y^^^fiho ^m^(DUtL^^m^\^i^y^^^M/^y° 
f-K{i. ^tmmmm^\±^y^^^9.. mmmmm^\^9y^^^9.id^xf^^^. 

9~mum^n.9y^^^n'^^h^o L\^M.mmfm^^\i^y^^^ 
mt^mmmmm.omAzxm^ § t^fc ^ k n ^ f- ^^«7°n f ^ r vijy ( 

CSPG) mmm^M^L. ^tXUtL^^mm^Zio^^X. i(7)CSPGfi|^250kDaO 



(10) #S¥8- 5 0 6 1 1 2 

^0«fi^|SI^#:(7)Fab, Fv$fc(iCDR (ffiiitt-^^IIlt) Otf't^I.m^^fl^ T ^ 
6^m^KfzM.m^)^^Wm^%tXKid\^X^:ih. ^tLiti:\^m} (recoil 

-10- 
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(n) #^¥8-5 0 6 1 1 2 

V ^ T lu f S'/^^^IJ 0 1 0- 3 M ~ 1 0- 1 2 M o ?tE ^ }S^i- -?) o 

mii±. M.mmm^^^±^y^^^mmmmisxzfmK^-^Lfz24M(o^ 
m^^Lfzo 

lasAii. stmmf^mm^^wnx2Ami\MmLfzt^. m^u^^i^omm 
m^i^ {t^j:t>%. RA-NR-AN-01) idxxfmmmmm<Dm.tL<^^^^mmw 



(12) #S¥8 - 5 0 6 1 1 2 

o v> T OPE-NR- AN - 01 ?^^^^#:(7) 

iii7A{i. ^v^5^o r^N^;^xj -ffc^-^. 24Bfraoft^^ -^i^v^-e 
C3H] uy{'yy^(D^m^7f^'rmMr~9^^^yyxmL. mm^^m^mmt 

omtllir^tc-fttTtri ia#$:a^;^^o/iCO-C\ RA-NR-AN-01V^MS^fr^ 



(13) #*¥8-5 0 6 1 1 2 



. ^2'r~ij~miimBom. I-^^-^. ASVS^itMt^t. RA-NR-AN-OI^^ 

mmoa^^etim is It ^ wtu ^ o 



i\:^fix^^^^y''u^7.\zm^mmM^^~^^^y^i-h^m.<n:x.y y 

-13- 
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(14) mmW-S- 5 0 6 1 1 2 

m 1 2 . 62, 500^ t ^ t -C ^ - X « =^ *S L f^f^24Bf ffi 

iufsLmmmmmttzii-^ v v y ^ 7.mmi^<Dmm^mm±KmM.^fi^mmm 
\±^M±.<7)r^yw.mi'ntfz\mm^n^t^o 

-14- 
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(15) 5 0 6 1 1 2 

[mn^fifzj (i. mmKx^t^^)^y°^}'\ mm. ssL^mmmmtrzu 

1 3- X .-t? ^ V h 1; n T ^ - 9 - 0»«at J: #i^cJlt ^ tL^ . It^t W 

±0^®^ n-fei; v'^'A • y r (Myrothecium verruca ri a) j3j;t/^n>tr 

V 1^ . n 

Vv'^A (Myrothecium roridium) it'Or^'ftitlf^O^^t/'^^^)^^^'^^^:^ U > 

K) mmmm^^^. ^^hmzwmmiammw.^^. mm. m^^ttziti- 
mmmmmiz^<of^K^WiLfzimM'j^^tkiii-r^ xoizimttzu 

2m±o|t^tt^ y^^^Mtfza^-f-f- Ylz^^x^^^^'T^Miitfzim^ 



-15- 
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^hiznLiii. mm r^^-^nx.i^-u >j li. ^^c^^ct^^^-^-t^ : K-252 

mK.li\ H^Bi#W^miS^62,164,626-^) . BMY-41950 (?fti|#lt^5,0 
15,578-t) . UCN-01 (*iI#K^^4,935,415-t) . TAN-999 (B3^iI#itmM^01 
, 149, 791 -t) . TAN-1030A ( B^|lI#Sttfill0O1 , 246, 288"^) . RK-286C (B^m 
#K^ffiM^02, 258, 724-^) 43 i ^/^^ <b (0^t^e^|^##:43 J: XfMmi^o Ts^^u 



(17) #S¥ 8-5 0 6 1 1 2 

iii#itmii^oi,i43,877-ts B^mmmmB02,09,8}9-^^iiVu^mmm 

11^03,220,194-^. ^ ^ m:PCTlll^#imMNo. W089 07,105-i-. PCT|lII^#f^= 

muNo. W091 09, 034-^ io J: mmimmmno. EP41 0, 389-f-i3 1 zfmimwMi 

No. EP2%,m-^Ktm^f^r^^^i>(Do K-2520|f##:, %m<^M^^ltWL 

^-eafe^o f!l^fi\ H*lil#ltmil^63,295,988^ ; 03^gI#K=ffiH^62 

,240,689-t, H^il#lttBS061,268,687f-. B*lil#K^aill062, 155,284"^ ; 
H ^mmtmmMei, 1 55, 235-^. 0 :2^a#lttBlil062, 1 20, SSS^^^ J; 0 
^ttiH^63,295,589-t. ^J: hmzPCmmmtHmiio. W088 07, 045-^^3 J: O^WH 
ftltffiflNo. EP323, 171-^0 

mmt^o ^4 h-fjy'yyimmmi:.li7ju^)V7y^y C^-^ Yijy'yym) 
. V'J-fYyry CrhVUT^^i^ym) . tfzi±u4'yy (TT.^'t'y'yym) 

^-hmm^it. g^$tifc/N°-i^ vu^y^y K-;v- i -tyn>^<7)itmc- 



18 




11 10 

V 



-17- 
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(18) #ft¥8 - 5 0 6 1 1 2 

>E. -9-^ h;^79-y>F. ^4 h:^9v>G. -9-^ h^v^H. -9"^ Yiiyi^y 
N. -9-^ h:^7v>0. •9-^' h^v>P. -9-^ h:^^^>^^Q. h t!? ^ R 

^1^° V>D. +PV ::f ;^ V > E . •9^'^ n^;^ ^-}^° F . -9"^ t° ')yG. 7^t°iJ 
y'yyB. r7.t°ijy'yyc. T ^ >'D ^ h\ ti:i^xf{z^fi^a^mm^'^ 

m^wa i tfif ^ s@<7)^j-^ h ^ 9 V >if u^m^m^mM72 o 

1 925^; H^|lI#R^mi|072 14,219-^. H:$:il#ltmil^72 08,533-t^ 0:^ 
iI#K^mS072 23,394-^ ; 0 2^11 #1^*11 072 01924-^ ; 43 i U^^0:*:il#im 

m072 04,i64-^(:ie^$tLrv^;i)o 

jflL^o ij^ifc^ J; mmM.m- hmm^fi^ mm^^^^-r ^ o 
mrn'mmommt. m.m^-fvmm<D^<r^^^\z^mm-hHtLWL^ tr 

. ¥'ij<DMy^y^yyizxn^^^fixisn. ^iih<D^y ^ y ^y hit, -k 

u^K^^^^x. mmm(DMm^znLxij\^'^~ifhfi^^t:d^x-^^o ^fih<7)7 



D00008450.006 



(19) ^m¥8 -5 0 6 1 1 2 

jti=jgH«o#ttii. Tfmi^^mmmmKx ^mw-^^^fhu^hummm 

. J/lT;V7 T-sml , Biomakor, Rehovot, larael) , HMW-MAA^ ^XXfsSSL^MM 

mm:»^>wt'ymm. m^i-i. MAbSGs (id ^znirmMmmwKi^ 

^^^mmt^^ma. ^fihizm^^fi^^^\ 
Kt^xw^m^ IjH kx^ 'm^t ij^x § ^ : M.mm^. m=^mum. 



D00008450.006 



(20) ijf ST 8- 5 0 6 1 1 2 

>k<Dmi<D itfzii2 &.±^7rsto 

- ^xn;i~y)P~~'^m^4 X 

m.oi-y y~ b;v-*^iooo-:i-/^- 

- 1^3-1^1180 0. x^tftL<itmo~~m2]Bom<^mmKiDfz'DX^^ 
< im^o~~m2^B(Dm(7)mmKi^fz<:>xlmM(DiJ!:mm^^x o Ktm^nfz 

i^^fz\m:^^mLxm^^ : d) ^%^'fm^m^imnmm. amnw 
^^^'fmif^i^'r^^^')-^-tfzit^^^)'^-m^m(D^\zmm^xhz>) 

- 1 tfz\t2'^X}L(OmU^X-lf/^fz\mm^^'^(r>:x,\i\--y'\Z^^-f^ 



(21) #S¥8-5 0 6 1 1 2 

^Ig-^co'j r<D^y K-f 7f-t /i!i#*^^^off^^^iiLT*i^f;o^^^^ 

(D/i^m^irf') yy-i^Kis\^^xmm^K (mm. io~2iBra) m^^o 
mom tv^ 

iz . mmm^'^mm (r>nmm ^mmx mxm-r zeu . ^ tt ^ o 

!ac7)F^^jttt^ii:0^^-e§. ^LX^^n^ y^-^^M/^y^^ Vi}m^tLXM 
nLfz]Ettfzlxmf^J^m.mz^^1r^tX\ ii.X^iifzm^mMirZo 

y^^^Kf^^xm^iiy^~^^^^-y7T4 yf^ 

^<DX\ mMxh^o x^±^wm-^m.^ix. '{^x^ntz-^kmm.^xm'Rmz 

xh^o xy)ntL<\±. ^^5^m\mA-m.^tfz\ii- /fm*. #n 
m-mm. M7^'mmmm\zx^m5^mLx\mn^mmL. ^fiKx^nmt 



(22) iff S¥ 8-5 0 6 1 1 2 



-CH-C — O-CH- 
I I 
CH3 CH3 



0 

II 

0 -CHe-C-0 -CHx 



;i/io i Vr-t^-JV ( Polymer Letters . 18 : 293, 1 980) ^ X Tf^ Vt)l^y- 
^-^^^--V (7ft|l#lt^4,093,709^) ykt'^^-^lr^o 
^^moMt tv^fim/^'V a--)]ym.<^t°V -r-^^y^t^-^V V y^:^n=f 

"Poly (Lactide-Co-Glycolide) Microcapsules for Controlled Release of St 
eroids," Methods Enzvmoloav . 112: 101-116, 1985 (ft/Mi^cf <7);^T-n^ K 
(DMW ; Eldrldgei^^ "Biodegradable and Biocoitpat ibie Poly (DL-Lactide 
-Co-Glycoi ide) Microspheres as an Adjuvant for Staphylococcus Enterotoxi 
n B Toxoid Which Enhances the Level of Toxin-Neutralizing Antibodies," 1 
nfection and Immunity . 59:2978-2986, 1991 (h^V^KOM$£) ; Cohen 
^ "Controlled Delivery Systems for Proteins Based on Poly (Lac I i de/G I yc 
olicAcid) Microspheres," Phamaceut i ca I Rosea rch . 8 (6) : 713-720. 1991 

; J: ^/Sandersl^)^ "Control led Release of a Luteinizing H 
0 rmone-Re I eas i ng Ho rmone Ana I ogue f rom Po I y (DL-Lact i de-Co-6 1 yco I i de) M 
icrospheres," J. Phamaceut ical Science . 73 (9) : 1294-1297. 1984 (^-7° 



-22- 
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(23) 



8 - 5 0 6 1 1 2 



iiho "^^imnMo^M'D^mxmmi-^^tii^x^ho mx.it\ 
^rnxmut ^ - 1 ij^x § . fzfzL:i<7yi^ ^j:mm^(^mih m^mn - 1° y ^ 

Mm^f^r K m^t ^^t ^^x § ^ o 

ummm^^x.ho m^mmmimmwLmm^fmom.j^tfzimmm-^ 

f!lx.{i\ Ticei^^ Biodegradable Cont roled-Release Parenteral Systems," Pha 
rrtiaceutical Technology , pp. 26-35, 1984tClB^ 

^fiX\/^h X d K IKenXh^ " Microencapsulation of Water Soluble Active P 
olypeptides," 7|t|l#lt^4,675, 189^(:Sfiic$tiTV^^ j: 9 ^'^)-r-(7)m 



(24) 8-5 0 6 1 1 2 

m^^-ri^mM<D^m<7)mom^^j:mim<Dmm^^m^ ; is x rfoeckh. "Poiy 

(DL-Lact ide-Co-Glycol ide) /Norethisterone Microcapsules : An Injectable 
Biodegradable Contraceptive," Biol . Rep rod. , 28:186-195, 1983tC|Efc$ 

^ -x^ -||«fcL#:. F (ab' ) z. Fab' , Fab. io ITTfrn^iis Xtf/tfzHm 

(cdr) t/c{i^;?ip><7)«atiiwi^#:. (fn^ff, 



(25) tfS^S-S 0 6 112 

Lv^MMEI§^tt^7°f- K(i. myc, ras, ber/AbI, erbB^ t^^Ojtf^^ 

6, EGF, TGF>fchll^l^t. ^tLf>0|§^tt^-7°^ K{±, ^^IIOV 
(myc) . ^)S. 1?i|x.{S\ ISM (ras) . ?L«i3J:^/MS (IL-6V-t7° 
^-) . i3J:m« (EGFioicnGF) Knmt-f^o Lv^:fe^^j:7 ^ ^ ^ 

(c^i^^t^o utL< It. '<^mmrA(oio \>^imt^ : a) mk(Dm.m^m.m 



(26) #^2p 8- 5 0 6 1 1 2 

d ) mm^y^-^^ Ko^^is x xr/ 1 fz imm^,-^ h v ^ ^ ;^ o^ri:^ t tz \t 

X. {i\ X ^ n ^ .1.° V » . (M ^ (i\ ^I^^DNA h ^I^M V ^ y - -If I 

^y}L\£9~^ 7.~^^-t^Z^Yy7sA^-^(D4y\:}£^~. i^^^Tt^^y^ 

^mmmm'^mn.'knmt ^ry^^y7.:^^}zf%^v:^i-Yf£t\ \tm 
m.<^mm.<o^Kmm^j:^^'^x-tkm^fifzh^^ m^^^^v^-ritw^vt^ii 
mtfz\mmmmmm.(Dnm^wmth\m^'f^xhh^o \WMm\\ ojtt 
mm. >k(Di,<7)i^^t^ : mmmmmtfzim^mmmm(Dmmi > v 

^■7°-^^Koi/^(ifi«^>tH~^- (t^^^. ism^K. immn. tfzim 

^tfzmm^4y\^}£^-) :miif. ^Alt^y -{y^-u^i 

^y. m^\f. IL-l) . ^ftST- (Mx.fi\ PDGF, TGF-T;V-7t tf^Ji-'^- 
FGF) . 4^-5 >^>-fe7°^- mK,lf. m^^tfzlt&mt) ^ 43J:U^^ 

h i; v-b7°^- yy^^^v y) o ¥vt^oJi?aofc^ 

: ^ V ry^lf U 5 v> (Irapidi I ; PDGFjgf/L%K) . n/N°x^^>43 

rf/L^WiJ cOft^MJi-^cO^o^^-^-f-^ (chemosta 
ctic) B^-io ir/^tL'bOU-by^- v C5a, C5a d 

esargtfi{iC4a ; h U 7 ^;^H^. n ^ -^~:^^^ifn-) 



(27) #ft¥8-5 0 6 1 1 2 

y Y(Dm\m.m:.i'^m'r^^)V\ii-y, ^dyy^yTsi-y^^^Vtiyi^y, ^ + 

(Pseudotnonas exotoxin) ^^^-^l-^o $f t Lv\t^i|(C jSV^T. T^jS^-^f* 

V • ^ y/N°-7^^f- (Fungi imperfect i ) 0±coEMtw J: ti^ /5\ 

^\m.7ivij)V7. • ^-ffyf^^^ij (Baccharus megapotamica) :^^h^M^^^m 
%X^hZ) (Bamburg, J. R. , Proc. Molec. Subcell. Biol. . A: 41-110, 1983 
; Jarvlsjo it/Mazzola, Ace. Chem. Res. . 15:338-395, 1982) o ^flh\t^ 
Bm. 7K« i '{)#ticO^^-eab-2> X 1 K^.t>fi^ (Ta 

mm, C, Fortsohr. Chem. Org. Naturst. . 31^61-117, 1974) o -^flhli. M 

Wn\ tfzii^i^<DmKisif^^y/i^s^^(D4y\i}£d^-tLxv^^y 
h V ^T^ym(D2^(Dju\^^y7.i)^^^t^ : ^^<D-ty.^y)V^y 4 Fli 

^±m.<7)yv =^f--^y) o m^^^v'):^Ttymii. *iii#it^4, 744,981-^ is 

J:y^^*liI#M4,906,452f- >r {C^Iffltc j: o Tiinx.^) Ktm^fiXV^^X 
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(28) #S¥ 8- 5 0 6 1 1 2 



4, 8-v^-;v^ y<)V)Viju-)V, 7.^)\/^y T-2xh9^- 
^y ^y^Yu^i/T.i^ii'^y, 4 -rr-t'f-)V^^tVy^t~-)V. h']:^r 

4 T-t h 4, 15- vT>b h ^ - 

-x^v^'^y-;!/ (^.^y . 7, 8 -a t Ku^->^7T-t h 
df;i//^y-;i/, 7 - Kn^rv- 8 -T^f-;i^vT"b h ^ 8 
-7-fe^;W^-^t V9^t-;i/^ NT-l, NT-2, HT-2, T-2. :feJ:lF7-fe^ 

-^V. 5-7^^)\yrt^y^^^Uy 3, 15- vT-fef^;^7^^:t ^ v-^-? 1^ 
y-;V, 4 (7+hlx/>--X) ^ 4, 15 

-yT^^P^/'^Uy 4, 7, 15- h V T-fef- ioir/r 

^(D^'M.^t^ : :^A^ ^^b. yj {•^Y^V^^'y 

C) . nVv^^A. n';v>D. n'jv^^E (^^hyh^v^D) . tiVyyE 

^ h^v^A. ^ h^v>C. ^ h^v>B. 5nhc3i^v:/A. ^nh:^v>B 
. <uh^i^yC. 5nhdrv;^D. nv h^v^A. nVh^rv^B, idlXf 

^5:* (Baccharis megapotamica) ^^^hs^M^flfzm^ [^-^yiiVyM} fb^t/ 
(04^(C#^L. ^LX^ilhli^m. niif. Chemistry of Al leopathy, ACS S 



(29) #S¥ 8- 5 0 6 1 1 2 

ymposi urn Series No. 268 : A. C. Thompsonli. 1984, pp. 149-159) ilfS^^tL 

, ;^^'i7n^.1f i; > (X^T^nx^l^"!; >{iv^^v • ^5 • (Sigm 
a Chemical Co.) . ^V^^) -fA^y \- ^ T.ii-hX^'mtXhh) . "^^^fiy 
yyW<. Mx.«\ -^--T h:*9v^B {'y ■ ^\fs ■ i^y ;^::^~-) . isit/ 
^ 7 5 > (FBA 

■77--TvjL-7^^ (Pharmaceuticals) ^ n^-^f-;^ h'j'H'^ xX 

— *°lx-T-7 K (DuPont Pharmaceuticals, Inc.) ^ y-i-V h V "^^f-) $ 

^Lx^M^j^Dnk^m<Dmm^^^^m^co^mmzis^^xM4^o9y/^^M 
^mmmi^ j: mmmm^^^^mt h^t ^^^^ $ nfz mm. mmm s^xv 
^lOAEi-^ioDiii) o ^^m<^wmmtii^umm(DmmK^^'x^m^^mm 



(30) # 8-5 0 6 1 1 2 

(Pseudomonas exotoxin) ^j: ttfzlt^ithomMi^ti-zlimm^m^i^T^ 

jfrnnm Lxmmt^ ^t:^^^i>o ^<7)Xo ^^-^pti. mmmwmmmmx-^ 

<DWM<Dfzis6KtftL^^%Mli. nVvVA. v j^- K^-^;^ • i^y h ^ v > 
(Pseudomonas exotoxin) . Xy^:/^ ^ — -tfM^lilf^— (Mx. 

. ^mtfzimmxm^m^i^-tfzimmt^^t^^x^^^^i^^t^o 
m.tfz iiM.mm mmu(Dmm^mmm t tz t tzum ^ wp t tz mm-t h 
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(31) #S^8-5 0 6 1 1 2 

^laioit/jto^jiMlgtcj; ru4^ymmy°^Tt^'V:fjy 

(CSPG) -e^i9. ^t-C|^250kDC0l.|IHtO^^l:^;t-r'i>CSPG^^C0^M^ 
§v^400kDOy°nT-;f ^~V:^y^^#o^^-t?^;s, (14) o 1 011^0 i tv^ 
^ h - ylz^^t ^m-m-o\^ y ^ u -i- X «#$a^o nr-ml- 

OS^^^t^^y i^n-^;i/f)L#:{i. MfeMlttCj; ^^^$tt/z250kD<7)CSPG 
ilM^1-^i#^$ttTV^i> (Morgan"^. 7^liI#rF^4,897,255^) o ¥rtM 

X rfiSoMmmmmt. t tz. 250kDocspG^ h xfK\^(DQ,s?G^^m.-fh 

^$tLTV>^ (11) o ¥vm«('M'^1-^NR-ML-05(ir?S^$tL/^ (Fritzber 
qh. ^feil#^^4,879,225-^) o ^y ^ n-:h;^t/L#NR-ML-05^ J: Wft^« 
NR-ML-05 No. 85-41-41-A2, f reeze#A2106(i. T ^ y • ^ 4 • iJ 
JVf--^ — ' UV^ 1/ a y (American Type Culture Col lection) t^HvM^^ 
Fffln ^7^HXc^it$tt^tT. ^ it A^f^^HB- 535043 it/HB- 

9350^Bt$tL/io NR-ML-05ti. ^^\zWi7f^t^^y'^'a~ym-m-^\(Dmx 

^Lxmm'^i^^^mtmK^fihnm'^^hho tm^fi^xoi^. nr-an 
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(32) #^¥8-5 0 6 1 1 2 

-01 li. A00kD(7)(DCSPGmmzmm^Km^t^it^mf^^^^i^ go 

Xf^LCDm^^^omo:^ e ^ - y (14) (i. $ tz. 3^l§0>gov^«^#:4o J: 
(lisv^-C^tffi-edb^o -OJt^tclJV^r^ eooBO^-^X^ i5'n-^;H/Lf* 

?M»<7)250kDOCSPGlC#^St;iC ^ - 

M =fe •?) ilr^t; K^n^ 250kD(7)tjLlI-s <7) X 5 MAbOl^-^ *^L. ^LX^ft^<D 
'^^<D\^-<'D^-lim^m^^Kfz (*|il#lt^4,979,225^) o iOffi^iSi^K 

m^(D\m \ZX^\%%%fiho lt^»cO r 5 y mis J: O^^NR- AN-01 JJiMM^S^ 
{SCO 3 ^^CTCO^ jfliW¥?t^«i3 i Xf^^WmUmz X ^ ttfcCSPG 

Jfetcisv^-Cjgffi-r^/c^co. Mx.ti\ PICA. MiRL^^I§^tt:5'>/^°^®. mx.\f 
. *a;#tfc{iif>tfilfiLl=¥ft^<7)250kDOCSPG(Cov^-C<7)>l04 ij y 

^ t T ^ tc J: ^) f^ft^ t $ ^ t^;^J ^ ^-r ^ o 

IIM-r^BOMB^|WI^#:, f!lx.ff. CSPGMfimiTJCioV^TNR-AN-OI^Oit: 



5 y^coft 



(33) 



#S¥ 8 - 5 0 6 1 1 2 



mmfmmmtfziiik^mmmmKx^^m^ii^. mn^. nr-an-oiocspg 
#K^mii0o, 41 1,893 k2^Kmm^fix\^^^i7m\mut^ijm'^\ itm^m.^ 



(34) #S¥ 8 - 5 0 6 1 1 2 

mwim^^mms^Wid^^^fz^K^mxh^o \mmt^(nio t^wmim\^ 

^ - t i)^X ^ ^ o (DZ.Kh $ L V^lt^tt^ 7°f^ K (i, ^ 

< t ^f«j10-6M(7)^I^^i: 

xmm:^ If h - 7icit'^t ^ o 

«fl:^t;*5 i If t h $ 7t:{i; t h immi. t fz^ *l&H^<7)M^tt^7°f- Kit 

-34- 



D00008450.006 



(35) 8- 5 0 6 1 1 2 

mmit^^ (t^t?^. r^r^^-j ) ^^-^t. >ra<b«o';>^-{ijti=¥?t 

fri^lft 0^^#:{iMorgani5j;lFFoon (Monoclonal Antibody Therapy to Can 
oer : Preclinical Models and Investigations, Basic and Clinical Tumor Imm 
unology . Vol. 2, K I uwer Academic Publishers. '7'^f-j.-^yyj'[\\iyifl^) 
idXmhr ( J. of Immunol. . 133: i-vii, 1984) izX^m^^ftfZo 

5^. Frltzbergf? {^ZlZ^mKX-o 

xm^^) (i^ffl-e* ^d^ijy y"') y^^'{k<Dm.7f^xh^o i ^m^Ut 

Wmfm^^^^y^^^M<7)ltfza2Pl±(D7l / . :^;v7tK'J;v. tfzii 
)]^^^^^yjvmt. a) ^ V rf-r-fe>^ttg#: ; b) ^ V 3f-^2 -X ^ v:?^ 
c) h nr-b^^^;^^ v^-^- h (HS) N-t^Kn^^;^^ 
v;^^ ^r^- hJ^X7";v ; SfcJid) -L-V 9ytfzliii:M(Dt°')'r~(D 

6,452^i3j;^/7f^iI#ffF04,744,981-t (- - (C§ J: o T^inx.^) iCfa«$ti 
rv^^o It-^tt^^/N^^St h =2f-'tyt<DmXvy 7il*c7)31iI^?FMt'2) 



(36) 8 - 5 0 6 1 1 2 

ii^(^IB«$tLTV^^#M(ct^&v^^ii$tt;B : CowsariJ>. "Poly (Lact i de-Co-G 
lycolide) Microcapsules for Controlled Release of Steroids," Methods Enz 
vitiology . 112 : 101-116, 1985 ; Eldridgei^^ "Biodegradable and Biocompal ib 
le Poly (DL-Lact ide-Co-Glycol ide) Microspheres as an Adjuvant for Staphy 
lococeal Enterotoxin B Toxoid Which Enhances the Level of Tox i n-Neut ra I i 
zing Antibodies," Infection and Immunity . 59:2978-2986, 1991 ; Cohen ^ 
> "Controlled Delivery Systems for Proteins Based on Poly (Lactide/Gly 
colic Aced) Microspheres," Phamaceu t i ca I Resea r ch . 8 (6) : 713-720, 199 
1 ; i U'^Sanders'^^ "Controlled Release of Luteinizing Hormone-Re leas in 
g HormoneAnalogue from Poly (D, L-Lact ide-Co-Glycol ide) Microspheres," J 
. Phamaceutical Science . 73 (9) : 1294-1297. 1984o 

$ ^ 7°^ # 1 1 o V ^ < o o gij o ^ - K ^ - ^ ^owt^-e * ^ 
y;-\^ -f^ K Km^-t ^ i t /{>^^-e § ;i) o $f s L .-j^" V ^ ^ f- K/ 3 - 
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(37) 8-5 0 6 1 1 2 

7X35^m'^>y'h 'J Ty-;Vt. ^R-N-C = N-R' i^eR {± 3 - 

. 7- h7 7JV:tn7jcy-;u, N- 1 Kn^r v;^ ^ 5 K'fe ^^^O^^Ji, ^ 
^ o vSttoi ^ ^ ;v ;i. Tt: a6 tc^ffl -e 2b ^ o '(tiioit'^tt d^y^-^^^/^ -r^ 
^#t. y^^^%/^-7'^ v-if ;v7 T ^ r%m(owt 



(38) 8- 5 0 6 1 1 2 

^-^i-^o >i:v^-eit^t4^ y^-^^9./^y°^ Y^-^k^y'^ YtfzHd^y^^^'M. 
jk'fz>o '}ify Y^y y^(Dry°u-^(Dmit, r^fVytfzitT.Yi^-fY 
MLx ^^m^xw. 0 # 1 1 -?> - ^ * t ^ o It-^tt ^y^^^wtfzit^yi-v 

K\ 3-KT-b^-;V. <'J)Vfj:}f(D'Ut^m'^'MLX) o Tlfv>/^h 

1^7° h r If v>(7)->>:37 y^^^M^^'^'^mt^j: if tf- ^ig^^fi-^o v :^f'> k ( 
la^nio H> f-^ Mb ^ ^ K/-^ 7°f- K ^ jgffl t Tfe i ^ o 

K(cj^v^rR)^;$-^^T. H^^t^^MblS-g-ft^ 
7°^ K^ffMt^o ^;vilfiJOH>f-::i;HbM^tti^ y^^'/^/^-f^ F^TH^ 

o >x^'x\£t^^)Htm^^imim {tt^^^. ^)vm\) o7ev 
ytfzitTs I vy'yr}£Vyb4y^:^^~vByLx. mm^t^ym-kUitL 
ir^t^^y 

o jt&(0t7°v3 H>f-^;Hbfi^^0 7ifv^y$ 7t:{i;^ h Vy°\-r\£Vy 
l^^l^^tt ^ >^ / N° ^ ® t {i ^ 7°^ F (OflX ^ # 1 1 ^ ^^-f- ^ o 
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(39) #S¥8-5 0 5 1 1 2 

ONaCi) Tt3, 7X*i3i; W*tte^-|t^tt^:/^N°^K/^7°f- K^oig^ti'fje 

(c4x.>So Cohen Phamaceutical Research . 

8 : 713-720 (1991) tl43V^Tj£ffl $ tLTV^;^>^#(i, 2^^B^(7)iOlK;iicO/i<s^ 

fc(i'^7°f^~KiC;^ -;^7°'r^^'$^Jr^o ^ 1 T ^ 7 ftg*(i. 

1 T 5 y s t r - V >»: ^fMI" ^ ^ t tJ^^t % h o ^#mt ^ y ttg»{±. 
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(40) #S¥8 - 5 0 6 1 1 2 

t ^ V T y ^ A ^ t > ^fiKl^ #^!f^^^t4#i^ h l^-^tt ^ / N° ^ 

rfm&W^^^mW\kmmr ^uy^V^ l/ ay (atherob I at i on) f^O^vf^cT) 

(Dy 7.izMLxmmmxh^:!)\ ^ V ^ {i Wf'LSi tfl^ (7)/Jn $ Kit t /; (± 
y t~-ty.tfzii^y oM^^ t^^-^o n > e :x - ^ - jb^BflP 

mommisxmxmf<D^-^xi>^o ^mn(D;i<Dmm<Dmii. imMi^mm 
mmizMLxmmwmix^^^\ $)^\^^immi:ixmmizmmLx. it^mm 



(41) #S¥8-5 0 6 1 1 2 

tfzli^mmim±\:.i3E.XiJi'~T)V, m^\t. C. R. Bard Inc. . v-^-f-^ 
^yVm\£V'}ijKl^W^&'^flfzi^(D. ^;E)V^{iWolinsky (7 ; ^|i|#^^4, 
824,436-t) tfc{±Spears 

(*il#l1=04,512,762-t) tCJ: 0 W^$tt-CV^^^(7)^j$MtTS4t^it 

mmmKmm^fi^o zz\z.tm^^^fifz'mmmi)-^hmm^fi^^iK, if 
%m<D\m^^mtmm^y ^^t^p^mt fz \tim%(r^wm.<r)m%(r^ ( e 
~ 9 ) mmm ^^m^^mM^mz^^ l xmn-t htz^ K-^^^ta^xnmmM.^- 
^xwi^%fi^ z.}Li)^'%^xhhi)\ zti\m\^xmi:mmM^-mmw9.^ 

#^^g1-^>ii:M>^-e^^). ^\^x%h\zz.(r^^^^^\tmm.mz. Miff. 

a ) ii^ fmm^^Tivo^i)- h <7)jfiLt= ^ t ^ t x^m.um\:^m-^'^^^m 

ft^1?!lt34oV^T. iOv&^fitJtC^J:ij^S^l:{il0mlO200/. g/ml cOf^^tlf-B- 
(iNR-AN-01-e^i9^LTf^^^iJf±ni; v>A. h V r-t >^Jf^-e^;2,o JflL^ 
^Mi. mWz\tmMsi^-^h^-fhiA% m^\t. T^#M) ^'m.'th 

-41- 



D00008450.006 



(42) ^m¥8 - 5 0 6 1 1 2 

im^^^i^y^-^^n<7:>m^mui±; b) •^AoraMx.f.a^^Mffi ; c) ^ 

h^do t Lv\ig|i(iioV^T. I^O.S^BE (t^^bT^. SOOmmHg) -ItS^fficD 
i±:(j * jfliWM (1 1 5# - 3 5^mW.m\l x.^^tli. NR-AN-01 ^ ^ ^ N° ^ ® * 

(6-9) mmm^n^^l{my^^\^x%m■thfzmz■^%tii^m% 



(43) 



tf ft¥ 8- 5 0 6 1 1 2 



y^^^. 1^0.001-^^100^ g/mlO^t^ io J:TO0.01~ij105ng/m 

<7^m^mm\ b) :^^l±j3J;r/i±A(7)Mr^ ; c) ^4$tifc^4m-.^^^#filJg^ 

\nz-^:^-tmnW-^\ d) fm^4ff^lR^^'bOr&5t^lJ(7)^;!&3IJt ; e) jffflt 

t Lv\»iC jSV^T. *^0.3^i± SOOmmHg) 3 Mffi^^E^J^ifiL^ 

2b -2) o Wo I i nsky ^ "Direct Intrarterial Wall Injection of Micropartlcles 
Via a Catheter I A potential Drug Delivery Strategy Following Angiplsty, 
" Am. Heart Jour. . 122 (4) : 1136-1140. 1991o ^m^immir ^ X d 
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(44) #S¥8-5 0 6 1 1 2 

V ir ^ 5 'j 1 {± ^ 'J 7 A o ^ ^ R) -eiE5cW«'fb L 

; (2) imm^mfzim^rmtmmmmommommwmm. 

m^. imm^m fzimmmK<^^'xmm(Dm.mmmmmt^fz^KmM 
^fi^ mmi^^-tii. t fz. ^w^(nm%(Dim ^Mt ^ ^ t -h^^^ i z> o 

i ii izgm<7)/ -^-71^ - > CO X - T- ;v -e^ ^ i t ^i^^-e r ^ o i o <Ditm'^W^K h 

m^J:\m^^-m\t^i^^iilXf^W^(Dm^'^r)V(nmmzi^\^X^ m:Xf\zY 



(45) !|fS¥8-5 0 6 1 1 2 

. mm^ii^xiK. m^<^m<DimMi^tfz\mH-(D)v-]^. m^\fs mm 

fc(i1t&o)g|*i;u- h(±, tfz. y^mxh:h:i}ii)^x^ho mmn^^<Dfzmz^ 

mmhfzMm-^^-r^mm<^mm.mzii\^^x^ mm^^i^^k. rnxfrnrnmi^^ 

^ o J: ^ r n ^ > (±#S0ML«g|i{5 is It -S. \mm^^ t fz 



(46) S^mW- 8- 5 0 6 1 1 2 

F (ab' ) 2, Fab, Fab' . tfzitfvm>i) -^'hho I mmmmm^^^ 
^fzisbizmij^j^M-^'^^^fi^o iom, ST-, mx-if. m^oi^mi^xifm 

^n^y^^^no^mi^Z'iJt^^mtt^^t^^^V^^o -mz. *^0.06mg~0.20mg 

^hK. tmm^i^tfzim^fm<^^^M^z. ^2(DMmm 

Tzym (asialo) - l^-b7°^-(D|§^^a tT. ^LX^}£^ 4 ^ymmmm 

mM^^t fz\mm^-m.(nmmwiM^^wp l. ^ ^ fz\±^ 
uyij~-\ (i, \^mM'^^tfz\m.^-im.<D^^-m(^. m^^-m^m^^. 
<D)v-htfzi±i7mKimLxmit'r^^t^^^z>o Mm<D [y-uyij-j ^ 

iXmm. Um.Lfzt^. !W^(Dlv'^X (m^lf. Ka<103/M-e) Mffll^^ 

<^mmK^^L^^^^^tw^n.^iifz. mwm-hmm^fifz. ^yumi^xji 
u^y'^-ttzimmttziimn^y^-^^Mt^^KB^x^h^j^i^-^-r^o 

<D(Dmmizmm^fiir ; tsL6. i^mm^i^isxxmmmo:^mmiisi^mK 
n ^ ^immmi^ x Vik^m mmm<Dmmm\± ^ mm-r ^^tih<Dmtiizx^ 

Tv-u -Mmmmit&fD y-y-^^x jj^mm.(omK^ x if/ 1 tz 



(47) 8-5 0 6 1 1 2 

^^#io j:t/^^f^»J:t/7°n hn-;i^^^^-r^o ^l§B^Or^ltS^#:^^ J: 

im^^^ii I xf^^'fm^i^mmmmut fz\tMMmmmm<Di^mi^ i if/ 
tfz\mmmm\:.^^^xm:m\i.^^mo mmmm^i^ x.xf!tMmmmmm 

io tt ^ jfii«¥?t^« ^ Tt: (ijflL^js mmm<o^mi3 1 vmm * Pi#t ^fzubK 
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(48) # S¥ 8 -5 0 6 1 1 2 

mm^i(D^mmtfzmx^mi^mm\i. -ak. 0t L<{±viA>^x-T;wt7t 
i^misxxf/ttzimm^xmm^mmL, :ifi{zx^wm(Dm^^mW'r^ 

ttz. nm^mmommm^^^mLxm^xzf^ 

\t. ^f^L<ii. \^X%\^fz\imm^(r)^H'(r^-)-v~V^\m\^xmk%fiX^ M 

^^mm.\mmmwr)%m'-m^^^\^x^ ^^^^cedt, \^mMw^mm 
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(49) 8- 5 0 6 1 1 2 

mxumznLxmi^Lommm^z^^L^Lxv y^nm^'^j'i o 
mtm^'kh^ximt^^t:^^x^^o ^(Di^mKis^^x, ^mm^mt^M 

^ ^Lx^mmmmiMmt^:^\ h^^^am-tir^o 
mim&m^^mB.^mmt^fzidizmm^fi^o j: 9 ^^mB.<7)mitrm^ 
mi^.i-^mmmommimf&tfzit^m. ^nm. rmm. mm. i^m. m 

mro^^(D)]^~Y<Dfzi6^ziixif^itmLxmm^fi^o 

^Hego >r (DmMii. * ft/hi: t ^m^.mm<7) 

mum^n.^ y^^^Mtfzii^y"^ i^izm^^ufzit^mmmxnmKmm'r^ 
izmxt^o 

Mmmmmmmou^ii. ttz. mmt^xoizmm^fifziEnm.mzM 
^it^^. :ifi{zxy) ^KDXd^^mmm^ (t^^b^. tmMmm im^w^ 
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(50) ^mW- 8- 5 0 6 1 1 2 

ittfzimmmmmmmmKrmt^it'DimmmommimLx^ umt 
fzumm^^Km^t^tib^x^ho 

h^^v^yfi. ^Mi^^ttf^. Ifll»m^c7). ^av^(ift(7)^1.f3|-a^l 

^^mmw-^ \')y'7 7. ^'M^.-f^fzmz'^-^xh 19 ^ ^ o-^ h u ^ x 

Wt^ {-fti^hh. m}^m\m%^iifz7.7-y7-^y^^m) o 
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(51) #«¥8 - 5 0 6 1 1 2 

:i(Dm}^m:^7-yT^ (stenting) f^ffl!iJflLW«^Eii^»$«t 

fm^m^^^x. ^mii<5^m^fifzM.<§wM^wo25%tx\zio\^xn^^:L 
^h<7)x\ ^mmu M.mmmtfzitmmw.m^wptfzirs^'thfzisbcD^ 
^:^^(r>wm<7)WPtfz\mm±M.m'^m^m^(Dn-m^wpL. z.fi\zx^ 
fz\im.&^mptho 

V y B x^mLfzy9±mmm\zid\^x. m<D'm^M.^(om^\iimnx^m. l 
ti:i)-^fz^vv~-yx^m^'^\^fzmm\z]tmLxwpLfzo ^ommt. 
'^^^fzMM^m^mfL(Dmu^h^zi^zimf^m^xh^ x. ^ (^.i^bn. 
mmt^^m<7y%m^mLxnh fi:ho 

^-r^^t :^^x ^ ^ '(hmm'Dmxh^ o ^ h ;^ ^ ^ ym\±. r^^yt ^g2f^ 

hfi^o f-^ y:^y^yymiiy 4 y^y YiXTC^^y<Di^mtmKi^MLxr^ 
^y<Dy ^ y ^y Yoi^M'^rmmi-^o i&^^^^m<7)^4 hiiyi^ym {mx.if 
. ^^hiJy^yyB) li, tfz. T ^^yos. uy 4 y ^ y Vom'^t^^^M 
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(52) 8- 5 0 6 1 1 2 

mt^o ^m^OMtcfev^T. «¥?t^»{i2~4 HmrttcjflLWO^^* 

^iih(D^mmimiM±t^fzi!bKtit tv^o ikmrnf^mmmm^^^^W' 
mmmmm^mm-f ^ i^^. d i § m^^n^^ $ fifzixmrniiwrnmin^^^M 

(i) JflL^Mtf (M^^TCA. ^.felS^Jt^S^ (PTA) XfiTxn- 
A^Pt (MAMrotob later. I^— ?--^^) . aM^-^M ^^°X^#f ^ t^^^tf 

( i i ) f^ffli^S J: o r ^ o fcl=Mmm<7)|lJt|li*noMm 



(53) 8 - 5 0 6 1 1 2 

(iii) mmmmmximm^mwi-^ ; 

(iv) «Jt«miJtt^^Oo 

ffltf«<^MIr-|lIfflv^;5> i t J: o ^^f^ i i:;^^^-^ § ^ o 

(i) JflL»^#f (MAMPTCA. m&^mikmm (PTA) 3lt±Txn- 
Atll^ ( Mx-if rotoblater. ly-'f-f^t) . ^mijR/^V /^°;^^t:^ ^^^tf ^ 

(ii) ^MflOitm^iat^i-^ -lOf^ffitfgtdjrj-tT ^ > If h n -e 5 
^:^^/24«»SLfcm. lfiL«¥-/tMfi««{i. -SV^^VOSH-^^ v;- 
mffi«^5:iE 0^ L < (±J:b«camv^3 H - n ^ V ; 

(iii) DNA^^^ia#1-^0{C5t33^^Ml:T\ ffi.^:^^/^-^ 4^15:^ 

(iv) mmmmmm^mmt^ : 

(v) mmmmmBm^i>-Oo 



(54) iff ST 8- 5 0 6 1 1 2 

<(±. -roi^^ftfflt/Kii. li.«««^^eWffit^^jz:o 1 B#p^co Tbr 

-CfFttl- h^t ^)^m^ tti:ho 



(55) mmW- 8 - 5 0 6 1 1 2 

Ml 

m 1 NR-AN-01O«I*I$^4;6-ii> 4 B 24;r<7):^tim#OijMJfil«M 
l*I<^¥rtMia(C^tt^NR-AN-01 (-r^;^|gG2b MAb) OM-^^^LfV^-g.o 
lEl 1 (i. tf>t e ^^-eHRPg-^ ^fifz^ TsX^'ohWM'^^hKfz^ NR- 
AN-01^4m<7)B#<7)M 

SO|*I1|IJfIJt^atT«$:fl7t:a^^6^^M-^^«^¥*-e^^o NR-AN-01 
n- 1 --^7 ^-;^X{i3, 3' ->>'r ^ y-^vf-v^x ^ 9li Kn^J^nV 

ia^«®t?K (m 1 tc# 2 i^t) (# 1 , El 1 ) ^n%\t-^hfz^ 

n)ic^^iim\^hfifzo mmwmt. mMmmx%^\z%.^^KfzmM 

M2 

NR-AN-01 tDf im^^y ^ ^--■t;^^Af*^c>f^ LT mTtcfBilE-r^ 1 43 ^ ) 
h i; n T -b ^ ^ ^ V - h if ^f^^fb^e^ ts y -r y > $ •e;^, 
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(56) 8- 5 0 6 1 1 2 

M L fc„ iklZ^ ^-g-^;^. PD-IO SEPHA ROSE© :;«;vJU^DV h ^ 
yy4 (Pharmacia ; Pi scat away, NJ) J: oT^SlSon V v > A^^^^fflSt 

ri^zmmt ^mn sDs-PAQERTf^m.^MM.^m d ef) j: o xnim-^^n t tzo 

132 (i. MM. (RT) -ev^nn^^> (CH2CI2) m:.^^t^M7K^^^^m. 
hv^^j^r^y (NEta) s.o^"v^f-^vT^ y 

> (DMAP) ^fflv^r. :S.O^^RT'e|WID<CH2Cl2|*I-eN-li Kn^vX^ ^ K 

(NHS) Rlf9i^^u^^^y)V:fj)i^t^P-(l F (DCC) K^^ffiv^T. ^V^^M^ 
2 ^Pg7°n -t;^ ^ a LTO n V v > A-^ ^ x ^ ^ ~> ^ ^ r~ 

Y (RA-HS-NHS) 0^^(7)7t:i60^ lOES^^^^tt^^C^LTV^JBo 
ia3(±. (RT) -ev^f-;v^l^;vA7 5 K (DMF) 4^omibt 

^ V V ;v (tmms-ci) Rrf-( ^ ry-;i/^fflv^-c ; rtx9^ uu^^y (ch 

2CI2) I^C04S7XS^M> h'JJ^f-;VT^> (TEA) :^a^^vJ^^;l/T5 y liV 

ffli/^T;RT-e (CH2CI2) l^o^^7K3/^^^ ; hi;-x^;vr^> (tea) 25.ifvy 
^;i-T^ / v> (DIWAP) ^fflv^T ; RX/N-}:: Yu^^yTs^^y^ < Y (nh 
S) 25.y^v^nn^^v;V:*;u.-J^^vV 5 K (DCC) M^^fflv>T<hv^ofc. 1^^^ 
it'Dfz5m^y°^^:^^MLX'D, ni; v> a^^ >--;^;^^ ^ r- 

V (RA-HS-NHS) (0^m(Ofzls6<Dm2 <DKJ:L^1v^^mmmZ7]kLX^^:ho 
2' -nv v>--A-^^ (J.) O^^: 

0.5g (0.94mmol) On 'J v> A LT . ISmiO v ^ n n ^ ^ > ^#;!jtl Lfc 
o i(7)^tiSi'^tt'C. il#t^:0^^ibO.1O4g (l.04mmol) (D%i^u^\^^-^%M 
L/io R)SM^%t^Mt^ 5mlco->^ nny ^ >-f^3(0, 0.2ml(7) h 'j a:.^;V7 ^ 



(57) # S¥ 8- 5 0 6 1 1 2 

fz (m^i|0«^#oT. CH2CI2 : CH3 0H=9.7 : 0.3) o KSimt. 0.3ml<7)7K 

(3X50ml) ^m^^"^. *^T-t«lJ^lt*LT. 3 ofD'fb^Jf^tT^ffiMM'^^ 
^0. 575 g 

(96%) 2 %(7)im^#9 50%(7)T-fe h V ;V • TK^^ff Offi©rS^%(7) 

^liWC18HPLC55^^tt. fifellf$:i: LTO.Seg (60%) (D2j:^^^LfZo 
Ts^'yy^ ^V)]y2' -U^}vy k^l7.9'y^-^-l (3) 
SOmlOv^nn^ ^ :/4i02' n U v>A^^ 3/^^^^0.3g (0.476mniol) 
>fttr. 0.055g (0.487mmol) cr)N - Kn ^ v ^ F^^^JOtfCo ?t 
ig'^MSM-a-tft^^ttT. O.IOSg (0.524mmol) (0 v v ^ v;V;?7 ;V^-J^"v'f 

tLX {mn<^Wpm^Wl. CH2CI2 : CH3 0H=9.7 : 0.3) ^fflv^-CTLC^^f^o/^: 

M^. MflhTt^^*L. fifell#:^#fco UM^J^m^h. mmmtLX2%(D 
S^M^fflv^-C50%OT-tr h - h y -C^IIWHPLCIC j; 0 > 0.208 g (60%) (0 
3.^*i«L/io 

13' - t -7^^f-;vv^ 'j ;i/n A (j.) o-^^ : 
0.5ml(7)vV^;U^i^;^AT^> Kv«'t'<7)72.3mg (0.136mmol) OnVv^A^C^t 
L T . 0. 055 g (0. 367mmo I ) (O^it t - - )V v ^ f - J/0. 025 g (0. 368mmo I 

) <7)-[ ^ry^-)v^jmLfz. Kmm^^i^5mmMl^xmwLfzo Kjs^ym 

> M'^mmM tLri% OMeOH-CHC 1 3 ^ ffl T v V T^r r^^Wm ^ n v ^ 9 y 
y (1 : 3) Srfflv^TP.m^nv 
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(58) 8-5 0 6 1 1 2 

7 4^1^^ mm^m^mnLfzo imm^^h(nimi^. imrTm^tr. 

H#:^L-C0.66g (75%) (D±^Wzo 
13' - t -rf-;i^v;><f^;i/v'j;i/_2_7-bf-;vni; v^^A (_5) <D^m: 
lOmlOv^nn^ ^ ^^41(7)0.1 g (0.155mmol) - t 

LT 0.085 g (80%) (7)_5.*#fCo 

2' r^-5^;vn ij v>A (6_) (D^^: 

5m\(Df-Vy\^Y^uyyyrpm.Q5g (0. 073iTimol) -T-b;H3' -t 

- 7^f - ;v ^ f - ;w ~> i; ;v n u > a tc>t^ L tthfoo. 3m i o i mo t- h ^ 7^^^ ;v - 
B^T^lk. m^^mnn ttXl %(7)MeOH-CHCl3 ^fflv^-r v V ^ ^^;v^iJi ^ n-r 

o ft^fflit^Jt LT 1 %OCH30H-CHCl3 ^fflv^-Ci^V ;?7'>^>±-e. M^fittJ^ 

f|«LfCo a-^^^/c^t^lii^^-i^O^t^lJ^K^T-ei^^L-C. 0.020g (48%) 

(7)6.^@#:i LXWfZo 
2' -T-bf^;H3' -^5^^v^;vn'; >>>A (X) co^^ : 
ImlOv^nn^ i^>fticO0.05g (0.087mmol) 02' - T ■tf-;l^m; v > A 

(C^ttr. 0.025g (0.25mmol) Ofcic^f ^Mi35mi O h V J^f-;i/T ^ > ^# 

n\^fzo %m 1 1 T . mi@ (7) V ^ ^ r ^ y u v ym^n * #i)P t o EjSM^ 

R)S^7#:^ llfefflvf^'i i: LT 5 %OMeOH-CH2Cl2 ^Mv^TM^ h 7 
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(59) mMW- 8 - 5 0 6 1 1 2 

V'; :^^^;v^;VA^aLTttSL. 0.039g (66%cOJ7.^a'fell#^ tTlf/^o 
;^^v>^v;i/2' -T-tf-;n3' -n v >>>a^^ v^-^- h (8.) <d^ 

2m\<Dv^UU ^ ^ yr^m.03Sg (0.0050mmol) 02' -T-bf-;H3' -n 
V v>A^5 3/>^Mi^*tt-C0.009g (0.09mmol) coN-t Fn^i/;;^^~>>' 
K*#ijnt/^o WL/^f§?StC^^tT. 0.012g (0.059mmol) Ovv^n^ 

^71*. ^-feffl^MiJ 1 1 T 5 % OMeOH-CH2 C 1 2 T v V :^ g ^ n v h 

^Ott^lJ^^^T-T^^LT. a-feSlfrt t-C0.025g (61%) 0_8^^*tf^ 

^ v;v_2_' -ni; v^-^- b (_3.) t^^^yy^^Z^^ 

;l/2' -7"fef-;H3' -nij v>A^5^^ v^-- h (8.) cONR-AN-OI^^tl^ 

(MAb) tc^t-r-sg-a- : 
fi-e25%ovVf-;i/^;v7:t^v K (DMso) 'mM(D^^r'c^^^mmmu^'CpH 

2' S:^i'^13' nVv^AS 

f^-^v^T. ^tL^^tt25: 1:5.^/40: i-t^^of^o l;T;#itE{i> 

S'^RfSff'0. 9~-1 . 0 mg/ml -e* o fco 
25ml(7)f/i;#:i:0^!^fi^j^2' (3) MiS(iJ2J,T<7) jo ^) -e^o f^o 

VymMW'W. (-r^:b-^PBS ; 150mMC7)NaCI, 6. 7mMC0 V pH7.3) 4" 1ml 

{CO§5.3mgmb 4.7ml(C^tLT. 10ml(7)PBS:S:t/5mlO*>^M« (0.5M, p 
H8.0) ^mwtfzo m^^'KmnLfj:^^h^ KJc^U^^fSKntX. >kK. 1.37mg 
v:/-f ^ v;^2' ni; v:^A'^^;^^v:t-- h (3.) ^#£f6.3mlC0DiyiS0 

^ 1 5^pm Khfz^ mrx-m i tzo 
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(60) #«¥8-5 0 6 1 1 2 

mm: 

r ti -X® ij V i.iZMtX. 1 inl©Sj£7 'j n - h ^Sn;i fco 2.4 
-4.8 ml(7)H^-C\ ?§^$tLfcS^#:^J|X*Lf^o ^tCPD-10t:f| 
^ Vfz^^i^T U n ~ h 7'— Jl/ Am icon© PM-10 DiA-flo® 

IftHi-ei. 5-2.0 mg(7)Ab/ml^-e?tli$-l±-fc : ^t'. 0.2;aC7)G 
elman Acr od i sc® ^ it L> T ^ ffi ii L . 5 ml (D ^ ^ "2! ® 5 7> z^' 

10"C) t:j*^L/Co 

IBM^^^ri (Pierce Chemical Corp.) ^fflv^TBCA^t^C J: ^ >/N°^®?tE 
Mt^ - i: tcJ:o-C^f ^ofco ^fc^timso : 48 : 2 OCHsCN : H2O : HOACihO 

»fLiii)i*fflv^rc-i8^tffiHPLC±T^ni; v>A(cov^T^?t^tt^t/io 13' ^ 

-^<. 1.320MiE«^fflv>/io 

DuPont Zorbax© HPLC±-t ® iJ- ^' ^ \- ^^f' ^ V ^ RZJ^ S 

erva® y;i/^tg (pH3-10) ^ ffl # ^ * ^ ^ ^ IS t> H ^f 
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(61) 



8- 5 0 6 1 1 2 



M3 

t:^mtL^\ l^oT. 109V 7 vp/^)v^:±m^Kaxmfm^^^y^-^^M 

^t'h^t>i)-^X^^fz^ti)-h ; \:XT(Dmx%m'rhW%<^^<Kio\^^X. CSPG^ 
ffl^Hc * t ^ B054 J:b»;M¥vt^fflM h (OA375M/M (M^M ! ATCCjtC 

RL1619) mmimLfzo 

juiV-ryf ^U^4 ^~-fU-l<D^ A375M/M;& I/B054|fflS& ^ Mil L o 7° V 

- h T ;i/ 5 ^-^ ^ it> (c^^ii^, 5 %C02 /S5%^%(Dj}mw^mM\Hx—m3 

^ momi^^wcfzi^5'7^mo.o5%(D^')v^)V7)vr}^vxmM^m^Lfzo m 

^ffl^. O.5%0 Tween-20® ^^t; PBS T fife fi£ 6^1 ^3 




CH(0H)-CH3 
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(62) #«T8-5 0 6 1 1 2 

rn^fz, n V V y A ^-^tfNR-AN-OI mmmm^it(D 2 lOmg 
/ml-20ng/ml<7)^ >/^°^S?tS-eMSt^ 2 ^<D^ :^)lK^^Lfz 

o 5^. 15^. 30^;5:t^^60^RNR-AN-01 t*tC4''C-e'>^- 

(PBSC13 5 %CD ^ ^ h 'J Jt'M/' 0,5% CD Tween20® ) * Sn o CS|I 
mWL'^mi:L^'y:^)l^^^mm\(DmPm^^tifz^^^<^m^^^ IgG (Sigma Chem 
ical Co., St. Louis, MO) ^t)D^. 1 B#r^ 4 "Ce^ >-^^'^- h *lt^<7) 
^ I gG* It* t ^ < PBS/0. 05%Twe 

en^T'StV^L. 2. 2' - T i^" 7 - t." ( 3 - X ^ ;P -< y X 7' T '/ 

'r^-6-;^;v^i^^^^ (ABTS) ^mm^mM (l-^^^HRPtc^tL-r) ^tjn£^ 
t i o mmi^^^ 1 7t:NR-AN-oi t^MS-^ 

#^^m:tfl:tf^o 30^m4 >^^^~YLfz^k. Compaq^ ^r- 

m^imt^ i h J; oT. IffllSfClt^t/iNR-AN-OKOi^miibtfCo 
ia4Afi. NR-AN-Oic0$i (NRAN01 ^ g/ml) "CS 

iniElff^. 04 A) . W^m 04 A) . 30^ 

(fife?) (Mfe?) 

^ imm^ijf^. 04 A) xfi6033^K (r«^B. 04a) . A375 

m%<^m^^Vvymr^LX^^^o A375lBmt3Mt^NR-AN-01 MAbO|t^t±. 
**t^^/L#:^lt*-t-^^< -a^t. HRP^^$tL/i-Y^m-7'>^lgG^#JPtT|ffl 

^^v^"-^fOfci6(7)2, 2' -TvV-ey!>13-J^^;V^^Xf^Ty"'; 6 
(ABTS) «lr#*n-r^i^t;J:o-C, ^4<b$tt/^o 415nm^4 
90nmOM;^(C:feV^T30^m(CM'fe^^1:Itf^ (ABS415,490) o 
04B!i. mA k\zmLX}L^Lfz%(Dhm\^Xt^mit'<:\ fzfzLkZ15m/m 



(63) 8-5 0 6 1 1 2 

hlkXim^V>\Z7r^^flizmmt^ 20ng/ml tV^^ft{g:Offll-e$^4r-e 

u V v^Roridin A Wm-m-m~om%W(0%^ 
5 h 3 > K i; TMTTltSti J: ) ic;!5.i?-r n y v > 

A (RA) w^-m-m-om^W(o\m'^^xr<D'm,mhRxi&\:.mmLfz% 

.^m^Lf^o ^MM4 0^m{i> «JtCJ:;2>ftBt^ (fi|I^2 4B#K) M<7)5c|j 

mm. (BP^CSPG ^^t^lfflm) ^SLtF^MMBa^-^At^itt^J: 

?M'7)IHMfmtt*fFaL7t:o ibicO/^^ti. »RA (EP^#IS^) ^>R^ 

b^tf ^ ffl i n V i t ro-r (7)#Mtt ^ ^lE t ^ - ^ ^ 

v^TfiSH-e^^iii^^/^^^^tLTV^^o t;^c;^5^T^ RA-NR-AN-01 - n y v 

^W&LfZo RA-NR-AN-01 ^fflV^fcit-^OM^^RI C < 24B#RO®^n 'j v > 

3- (4, 5 -v^f-;Pf-7y^-;i^- 2 --f ;v) -2, 5 -v7 h 
'j'^A (Sigma) ^fflV^rmittif-ffitt^MS tfco ^Oft^fi, «^ h rr 



(64) #a¥8 - 5 0 6 1 1 2 

mtxii. M14 (M^M) RTfBosA (mm) mmwi'^-'^-m^mmmmt 
LT. ^mzmzmm (ism ; atcc tHiBss) ^:wmmmm±HmtLxm^^ 

0 X 1 03 mm/ ^:^)V(r^ \m.x\ B054iHBg ^ 2. 5 X 1 03 wm./ i ;^ -ett ^# { t o 

«n i; v>A:5:n^^2' RA-NR-AN-01 (fip-^)NR-AN-01 1 2' jift-e^^^^ 
V ;f - b (HS) ^ifr L rl^-^l-;!) n V V > A) co^M 2 jS^#f^m*20mg/'ml -40 
mg/ml O ^ M^tSIIH-eDMEMffJ JCii^ t /to V ^ ^ nig^-^ x 

;^tctjDx. (ioomi/^-x;v) (rai9) . "7° V- h * ^ < ^ 5%C 

02/95%^^-Clt^$ti^M-JH^^'t''e37t:-e24B^r^^ h Lt^c 24B# 

Kfi^ it*^E^mt (nl5HcJ:0) ^ ff^i'^DMEM^tJOlT (100ml/'>x;l/) 

L Tt: o " F^ " WX Bf > # X 71/ (c 5 mg/m I (7)MTT^t?t20m I ^ X Tlffllfe 
'fmfStt^illJSLTto 7°P-h^Mv\ 37°C-e4Bf^-f Mi. 100ml 

/^x;V(7)lO%SDSX0.1N HCI ^jjn^^ - ^: (C J: ^) EJ4>^i3>r L/io 16-18^K 

ll5A{i. \n^J\\xo^m.'^m^^fy'y\Z7^.^^fz%(r^XM^ -OJf^, B054 
V-7^-Pi14^?t^«^^;^^?tJ^ORA-NR-AN-01 (NRANOI-RA; BlSAcT) 
XfiWni;v>A (^^RA; 0 5 AcDffiM^f^) i-^(C24^W^> 

^jL/^-ht. -^^LT. $f>tci6-i8BfF^. (o/n) mmMffior^^^ 

tCMLTtrmiC. MTT|t^-e{tit^§tt^P'^/to «RA:5:r/RA-NR-AN-01<7)?tE 
gp-t,2^|^^(Ci3tt^NR-AN-01 ^ >^^°^M^^Itmg/ml Tii^ < ) h LT^^^ti 



(65) #*¥8 - 5 0 6 1 1 2 

BIS B{i. m5AKmLX±BLfzi>(Dtmm(Dljmt:^mmLfz\n vitro^.^ 
5A^~^~^\±mmmm (B054-NRAN01-RA ; m5B<D^mn) ; HT29v-^ 

- mmmmm (ht29 - nranoi - ra ; m 5 b o ^mm^) ;RmA^A'7-^-m 

tt« (M14-NRAN01-RA; mSB^OcfiMpg:^) jc:?5.t?f RA-NR-AN-01 (NRAN 

01 -RA) o.;^of^ffl^j:i:ic1-^o m5 A^zmLx±.B^fix^^^ id 

ig^t^o RA-NR-AN-01^^#coi^ffl{±. ^fi^ (6054:5: l^^M 14) ( 

HT29) mmKntrmmmm^x^^tBi^it^ msARx/sB) o piw 

S-elt«tt*iS^^iif{c "lafflK" (±fB) ^gv^f^o 

[H 6 A ii. Ill 5 A tCM LT±fa t i^Ot mmoliiixmmLfz i n vi t rol^.^ 
mmzmtt?E-m-m-Q\ (NRAN01-PE) (fiP^RA-NR-AN-01-e{i^< r) 

tt¥?t^« (B054 ; m 6 At7)ai7g:^) ; v^^iQ-^-ti-m^tmmm. (ht29 ; m 

V^fCo ^lO^-^trfi. ^g/ml NR-AN-01^^^/^°^® (Ml: 

s^^)-e7°n7h) -e^L. mmmi^^mnmmmx%m^fifzmim(^ 
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(66) a^mW- 8- 5 0 6 1 1 2 

iii6B(i. me AKmLx±mtfzij-}^tmm<^-:fjii'^'^mLfz\u vi troika 

(PE) iPE-NR-AN-01*fflV^-C±ie'e#^tl7t:?ij^ (BP^IEI6A) t^imir 

?^mmm it. >^ oong/m I (D-imx irmm l xmmm ^ ^ l o 

x.^j:-i)^'DfZo 

^mmt^fzis^Kmo^^^mmLfzo ^fih(Dnmxii. ivrnm (m™® 

xinm R r/mm ^y^^^^ (3 H - n ^ V > iicj^ J: 19 iuj^) om:^ 

^^m;v>A (RA) X(iy^^M*^'^#:^0 5^K#»0?ij^^ffFiffiLfco 2 
' fitt (2' RA-HS-NR-AN-01) XJilS' \tM. (13' RA-HS-NR-AN-Ol) "C 

(HS) ^i^^tT|§^1-^^V v:^A-NR-AN-01^fflv^7t: (13' 
RA-HS-NR-AN-01 OJtf'a-ii^'b^:^ n';v>A02' {tM^T ^^MtX^fz) 
o RA. 2' X{i13' RA-NR-AN-01*t^#:^. 400ng/ml -780pg/ml(7)?tE$SH 
OMDMEMXJin V v>Aff>-e2fgti«t/^ (^.^%®iif^Tn >; v^-AfC 
^^LTMti'fbLfcO-e, &Lt^mm.X'm^^W^^m.'t^^hi)^X%fz) o ti^ 
f^^2®i9 0v-r ^nig^y'l^- h 4^(31 00ml/ 'i7ai;V'eT 'j hft (2®S9 
) LT. Wi^X^^f^Ay^a.^-W^fz, 
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(67) 8 - 5 0 6 1 1 2 

-u^'yy (0.5mCi/ml) (Xt±RA) 5 ^^MlttilCJnx.. ^ 

^K^^^4BfF^tci:o'CML7t:o ftBtKfl^^MS-r^/cfeicii. IBISES 

. :^«J3MLT. 5% NBS/5%Seruin Plus® ( HP A 37 

5XiiHT29«ffl) ;0-X!±10%FBS (fiP*>B054|ffliaffl) ^^^t ^mBA^m^-^'Z 

(Cambridge Technology, Inc., Cambridge, MA) ^fflv^T) L^ 
«7^;i/^-±T?i^tTJ|X*t/Zo *^'9X®|i7i';V^-|r|£ii§^T. Be 
ckmaniS# V > ^ V - v 3 >- ^ - -eo^j^^: v f - 1/ - v a >^»JSi^ i 

ia7A(i. in vitro^.^O|t^^^*9-7(c^t7t:^(7)-ea^^). ^ 
>^^^tJt^onV v:^A MtRA ; Hi? AOfipg^) . X{i2' RA-NR-AN-01 
(2' RA-NRAN01 ; 0 7 AOtfUE:^) . Xii13' RA-NR-AN-01 (13' RA-NR 
AN01 ; EI? A04iM=:^) ^^^c-xos^^Sfto^tBSHTzgv-^^r-ItttiJia}; 
:?5.f?-r?il:^lrM-^^7t:^(C^Jfetfio ^^RA. 2' RA-NR-AN-0lXfi13' NR- 
AN-0l(7)?tEii7^|^^tii3tt^n V v>Aco#tB?tS (MWi^^nxy^y ^^ 
mg/ml) (fiP*>NR-AN-01 ^ >'/n°^ K(7)|tmg/ml t 9 i ^ fi) tLT^^^tL 
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(68) 8 - 5 0 6 1 1 2 

. mm^y^-^^mumix. mMm^m^Ltzo mmi. mmm) ht29 

123:^) . 2' RA-NRAN01 (H 7 B > RA-NRANOl (I1I7BC0 

m 7 ARvm 7 B KmLfz^W:it. mzdnmmm^z x^^ :y^-^^M^mzRii 

t^nrflHA. 2' RA-HS-NR-AN-0lS.ri^^l3' RA-HS-NR-AN-01 OgBlP^S: 
TOB#K?iJ:i:^B^^t^o HT29«t:joV^Tii. RA-NR-AN-OUC J: ^5 

llI«rfll^^fiS*^^: tTB^^;^^-e^o/i ([2I7B) o ^tLtcmLT. 2' RA- 
HS-NR-AN-01XfSl3' RA-HS-NR-AN-OUr j: ;S#MSW29m<7);!l!tSti> ^ 

(2 4B#f^(CH:oT±ia-e#<^ti7t:|t^'i>0(cmtT) . ^a:^^^5^r^ " 
-etJPx.'bttf^Jt^fCii. NR-AN-01-g^#:Oin vitrof^M(C^t1--5>B 
< t5t^cO#^tt^^I!t-r'2. tS^^^o L;5-L'^^^^^. NR-AN-01-?g^#:;6^^^ 

^<D%^^mm\^fzo 

|ll7Cii. 12 7 AiiMtTilBL/zJ:^ (c, W^h\m.(DmW^ (0 7 CO^ 
IZg:^) . 2' RA-NRANOl (0 7 C Ott^Mpg^^) , X«13' RA-NRANOl (EI 7 CO 

:ztKx^. >X(0 4mm<7^^y^-<^M^j^^m^fzo ^W:im7 A{z±m^itx 
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(69) itf«T8- 5 0 6 1 1 2 

mf^) ^ 2' RA-NRAN01 (mi DO^mm:^) . XJilS' RA-NRAN01 (0 7 DO 

7 A tc±ia $ ti-r ^ o h nmoi^iix^ 7°uyyt^o 

0 7 C 7 D KmLrz^W:li. A375MW«tr J; ^ ^ S^^ic;^. 
t?1--ea-?fiRA^ 2' RA-HS-NR-AN-OmO'^IS' RA-HS-NR-AN-01 (7)@B#^ 
:S.O^^SB#ffi5c?j:^^0^^-r^o 2' Xii13' RA-NR-AN-Or/^^MS^#HJ:^^ 

iifz) mw^^i^^^Lfz (0 7C) o ^fih<Dm^i±. ±.m(om7 ARzrmi 
^ ti mpmmmr^ ii ^ < ^ ^Mia tc^t t xmmm k mm^±x^ -ofz^t^ 

ia*?*m!i^<tl^$tL>^;0^of^ (0 7D) o mi CRXfmTD\Z7^Lfzm^^ 
m; v^^AmMiamt-C##^6^(c|51#t4«L (HP^±IB07A 

B054illM¥ftMiaf3M tr^f?? tL/i|^^(±. ±|£OA375«tCM LT#f> 
ti/^^)Oi:|Wia-t:^^o/co fiPt>^ «ni; v^AJimraaifiaOOng/ml, lOOng 
/mi:S.r/50ng/m|-e^tHSO60%. 66%:5.y^^90%O ^ >/>°^®^^(7)ffll-^jSPI 

46%;5:U^^98%-e^o/to >rti(cmtT. 2' X(i13' RA-NR-AN-01 Ji ^ 

^ {zmttm^mxit^nm^^ 0-20% ia« 



(70) 8-5 0 6 1 1 2 

^y°U-V (;2500|ffl|t/ ^J^JVX^m t T 3 f&T < ^ ^T\ 5 %C02 /95 
%^^*^^t^»1M4''ei6-18B#F^^ h Lfzo n y v> A (RA) 

. 2' RA-HS-NR-AN-Omr/13' RA HS-NR-AN-01 0400ng/ml ^780pg/ 

»'feBrv§'ft:>^;vv-if>KjS^figt)*i6-i8B#K^ V 3 

Z^^fZo 570nm(^Pl7feft-eELISAV^ ^n^il^y^- M^<^flX «*^ffiV^Tf^ 

UlSAfi. \n y\XromM.<^^^^^^yyK7y^Lfzi>(DXh^. - 

^Oi5^,^{i, M*^MonVi;:^A (138 A<7)eill^) . 2' RA-NR-AN-01 ( 
NRAN01-2' RA ; 0 8 AOPf^M^^^) , Xf±13' RA-NR-AN-01 (NRAN01-13' 

RA; 0 8 AcOcfJMlzg^) -\CO5^P^«COB054V-;^-|Jf'|4^lt^«(^;5.(?1- 
^ ^ i6 L o «{i H 7 B M L T ±M L (7) t |WI#<7):^fi -e 
« t/z^^ L;5^ Um?M4{i. HI 7 B <Dm^(D J; ^ ^ ^ g^^-eti^^ < 
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(71) #ft¥8 - 5 0 6 1 1 2 

mm^^fzo m7 AizmLxtm (±ie) ^fifzt\s]m<DijmTmm.B^^y°^ 

HSBfi. m^J:^i&&<DU']i^^yA (0 8 BOSffl:^) . 2' RA-NR-AN-01 
(NRAI\l01-2' R^^,m8B(DfpmMf^) . XltW RA-NR-AN-01 (NRAN01-13 

fr^yny VitLtz) o 

0 8 Ca. mti:Vim.<DU^)9y A (0 8 0060:^) . 2' RA NR-AN-01 
(NRAN01-2' RA; 08 COft'S^f^) , Xfi13' RA-NR-AN-01 (NRAN01-13 

' ra; 08 ccoctJMH^) ^(Db5^fmnr(Dw-\2^'7~ij~mmmz'Bimm^ 

^m^^fz^\Z%mLfz\n y\XxomM.<D^^^^^yyK7r^Lfzi,(DX^^^ 

mt. msA\zmLx±MLfz^<Dhnm(DM^x%-mLfz {^Lxm^^y°^ 

•y YitLfz) o 

0 8 A-8 CtC^t/i^f:!i. fti^ffll-CCO^^aRA-NR-AN-OI^-^^KO 
^-f>^M^^t;^^ L^i^Lf&Mi-eii. 2' :S:<^'13' RA-NR-AN-01 (±ft0#^ 

(iP*,4 8BfK) ^Ml^ (SP^B054:^C/A375) (gpt>HT29) 
<t ItfS'tt ^ ^« lat: t ^ o 

f^o Lfzi^^^xmmmmmu^ ^^-^^g^s^o^Bi^iaw (±ib0 7 c - 7 d 

^^i^hit^ m.m^'}i^y A^m^^x'^^ftfzm^\z^^^m.^fi^o ^(nm^ 
f^^mizuLtzi^^x^k. mmRmmmmmM\znLx^mmmm\±^jr- 

Lfz (08A-8C) o 

^^%Kfzixmmt^^km^^fzz.t^7m-r^o ^fih(D^^^^h^x^K. 



(72) 8- 5 0 6 1 1 2 

-^^W^^fl^loK) i t/^^^^lt^a^o RA-NR-AN-01?^'^#:O>rtt'b(7)in v 

mmz^4 B^V^^£^)Vt^'yV-^ (HRP) -^-ij -Wm^'ii.X'r ^ tMM 
m^rMmm-f^b^^^l ^ti)mi:Kmi^^flX^^^ (e) o Lii-Ltj:i)^h 
. HRP{iNR-AN-Ol i «5/h$v^^^t:^b«9^ t ^ ^^ItiE^*^^:?-^^ ^ 

i^i^M Lfcy±x^#^ii^t^ fziib(Dmm^mmLfzo ikmrn^^-^o'^^mmm^ 

^ i t i ^} fJfc|^^#^^ - ^ i; > ^- L^co 

0.4MI± (SOOmmHg) - 3 ^J±0|tH(7)^i:(7)j±;tj-e45#^1- 3 ^F^NR-AN-01 * 



(73) #S¥ 8-5 0 6 1 1 2 

^ h lC^«^^^fflV^r. mtJ^T^Vl/^^^^NR-AN-OI iC^tl-^^emiE^II 

#:^v±AL. 'i^xmi.^mm±m.ikxm 

^ntt-c. 'AKm^n^^^m^x. mm^^hK^-bun^WLfzo ^mm 

^mKm%LXm-NA-Q\-^W[^LfZo NR-AN-01ii. ^tr^2. - b UUKy" ^ 

mmm.'Rxf±mmm(^M.mm^xm^^ii. M.m^mmmm,}im^^tz> 

W^^(n'i^mM]ti^m-mrfhfz^(n>%\^^rnxhho ^^^^ ^fflv^xNR-AN 

-01 {n^umm^mm'^^ y ^■^'7 mji\tz.tih(r>^mz^\^x\tmz'^m^}z 
L o -IS r ^ »)M jot t ^ / ;v - > ifii^fM#f vJim.'fhm^mnxm \z ie 

rn^tiTv^^ (12) o ^rti'^o^.^'eti, (^J;^i.5: 

fzt-^ v-i^^\^'m:h\^xmm^^m-^mim'm^mmiim^^fifzo 
-73- 
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(74) 8 - 5 0 6 1 1 2 

<m-CV^^ (13) o 

i-^o ^.^7°n /MliMrt. SBfi^Mfi^. :^7— 

•ifW^^^y^^^n (VSMBP) S-^^OlOl^in vivoX^U-^^^^^ LT^EIt 

Duroc X) «r*,^i:Mv>/io »I%=^4ffif^^iCj^TOMvy^ > (Cffl ^Tfj;^)^^ 
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(75) #S¥8 - 5 0 6 1 1 2 

a 1 



1 

VSMBP VSMBP, pH6.5 (PBStfJ) 

2 

PBS PBS, pii6.5 i^i^mmM^) 

3 

MM 'jv'yA, 2.5 g /ml (PBS), pH6.5 

4 

if-^#: VSMBP-Rfl2' (200;tfg/nil VSMBP & 

2.5 A g /ml BA) 

5 

VSMBP -RA13' (200 // g/inl VSMBP 
& 3. i A g /ml RA) 

6 

iiSii^. ^-^# + BA VSMBP -Rft2 ' (200 ^ g /wl VSMBP 
& 2.5y£/g/Hil RA) n 'j y A 
(2.5 g /bI ) 

7 

^i^. ft-o-i^s + Rfl VSMBP -RA13' (200 Ag/(Bl VSMBP 

& 3.1/fg/ml RA) O 'J y A 
(2.5// g /ml) 

mm^m : 



4 (IM) Uresil Vascu-PIo® 'j :3 - 
->*x--r;l/ (Uresil Technology Center, Skokie, 11) ^^|*I^23cmCOft$ 



(76) #S¥8-5 0 6 1 1 2 

M<t;*fetT. Inflat 
ion Pro ® (USCI, C. R. Bard. Inc., Biiierica, MA)E;tfaitS 
t'lX«9#tt^c-t'f XSOFrench, Infant Feeding Catheter (Cutter Resi flex, 

Berkeley, CA) im^^'x^mm^immmit^^^ sM.B'c 3^m. wm't^^ 
^>vimm^^Lfzo s^mmmmmm^^v yy^m^mn^^-Lx. mm^ 
mi}mzfmfi^ xik Ltzo ^fih<Dn^xii. mmmMxms.^x^mmi-^ 

M±mm iik^mm) iwmtx. i:7—7-)VMxamitLxm^^x. ^<d 
'ikiJ7--7-)v^ ±immm, ^wMLfzo ±±mmw.x- o ^ o t- - x iv^mm^^ 
n^^j^^ig^L/^io ^fih(Dm^. m'^wm^MLxiJ7-~7-)\^^^\>z. 

Xfl. ^ommaU^5-0'E/^y9^y^^')y°f-^T)l^ (Novafil, D & G Mon 
ofil Inc., Monati, PR) X 3 - Hm^LXmtfzo 

^^i^^nxm-^Lfzo ^coft. 5mmmmMm<7ym t:M^^^^^fzi6Km^^m. 
p^/M^m^^izmLfzm^z^ B.m.^m^^^mMiumLfzo 

^m^^'ifzo ^mm^iE'^^j^ikW:. imi±RifWMm\i^7r^tfzo 

?9 0.6inl(2)5^ 5 Telazol® ( ®f 6^ 5 V ; A . H. Robins 

Co., Richmond, VA) S:t/0.5ml CO^ v> (Lloyd Laboratories, Shenandoah 

, lA) xmW-^^X. ^/^°V>*^J^X. (thV'i7A/\/N°V>2ml^i^fi. 1000^ 
fi/ml) . h/^;nf ^)^5i^$-ii-7t:o ^y^mMRriXmmm 

-76- 



D00008450.006 



(77) »*^8 - 5 0 6 1 1 2 

^ML. O.C.T (^ji-tOllriiaJt) (Tissue Tek© , Miles La 

boratories Inc., Elkhart, IN) #^ 'j KilffiiCii^, WLVfrnM^-^^^M.^ 

^^fzo fm^mym.m\:.. ruy^^s juKwmLx. h&e. ^yyyyv 

^n-AMassons TrichromeS.t/-^^^° ^ n — AMovats Pentachromef^ 

LfzmmKi3n:hp^m¥immM<Dmm^j:mm^m^^iifz (^2) o skwom. 
i*i»fFffi-e$£^. ^ommmh^^-^^^-Drzo inmmmmmmMmmK 



m 2 

wm (mm) 

MMs HAB 4 3.75 (3 4 ) 

PBS 4 4(4) 

MM. RA 2 4(4) 

fciJi^. 2 ' RA 

(i^E) 1 1(1) 

(iSff ) 1 3(3) 

13' RA 

(Mm) 1 1(1) 

(i&m) 1 1(1) 

*I*IKSMC BSJ? : 1 + (R/h) *^ 4 + (^:k) S ^©RSt^* 

1119 Atc^L/cit^{±. itWffMtfmsiirego^MaKimoaiffM (^^le 



(78) ^mW- 8- 5 0 6 1 1 2 

^zjHmmmmm m9A<7)#3) Km^i><DTh^o 
MmE<r)mmmm<Dmmm (^^leo^) ^^-To ^Low^oskm^imQA^z 
mt. ^mm^z^fiKfmLfzmmmmommi^mm^fifz (ii9bc7)#4 

2) (ia9Bco#l) ^O^MiLTV^'^V^ii-CjAlE^a^ 

. xii^m'Dmmmm(Dm^t\^^^rzm^^m^ii^^rizmmikm^'cm^7t 

^^\mLfzm^. 13' lt^# iM%n' RA-HS-NR-AN-01) {i^itMI^O 
nmm-^m.}tt^KnLX2' (IP^2' RA-HS NR-AN-OD 

«cO«M^^<1-^¥Ttmi¥cO*t;95%Pl*^^Df^ (1II9A) o 

^^nm^(^mm(nmm^mw^xm^\.fz. z.^h(D'^m.^mmm^^'b 
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(79) 8 - 5 0 6 1 1 2 

mmms 

ikmmfwmmin vitro omRif 9 y ^ w^mmm 
(omti ^m^fz. 3 H - n ^ V >:^jf3 H - 5 V ym n &^^mzmmmm^^ 

C02, 95%^^t'37jtc'e7°v- h ^-^4 y^^^-h Lfzo mm(o\mm(o 
tm^mm 5^mxii2Amm. ikmrnmrnrnt ti,{z4y^a.^~hLfz. 

'<^mm<^m^i. Sro^yiy^^y^mn (FBS, GlbcoBRU Oaithersburg, MD) R 
0^ 5 % jfilVf 7* 7 :^Serum Plus© (JRH Biosciences, Lenexa, KS) ^ 

ym. mm=&m^\ b%Mmr^ xseru« pius© ^^mt^ a ^ 

V >i&#^DMEM (Dul becco«0 If lE^' - tCffj^ L /iO. 5^7 -f ^ n ij 

-/ml03H-n^ lml/^j::;V^iJPx.fCo M^^M^f 5 %C02 t:^37t:-e-;K 

, >^^BS'^al;^hJ:b^tf^«<^^#J^;^5.tFi:cO^^--lr :^ h t. 3 =100 

%. 2 =io%-m%Rxf I = 0 %-io%'r:h^fzo ^OT^arv y^^ommii 

i^mmcouMmmmi'f^^m^t^fDK^^ift^^^fzc ^k^m^^^diL. m 

m^^^%5%lCAX2mmWLfZo ^J^^^Mfz^AOO^ 1O0.2M NaOH^SHx.^ 7°V 
M^il^7°7;^f--7^«v;^f-lx-v3 ^-/^'^'T;V (Bio-Rad Laboratories 
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(80) #S¥ 8 - 5 0 6 1 1 2 

) 4Ji;^LT. 4 ml ©Bio-Safe© y ^ L-— 3 y^t (Rese 
arch Products InterCorp. , Mount Prospect, IL) ^iPx./tO^(C 

Slff L 5to Lotus 1 - 2 ~~ 3 ® y y ^V-^om.m'EL^loUs 1^2 

~ 3 © ^ffl fc:9-fjf © » idBeckman "Data Capture" V 7 h 7 

h-ry^-7j:-x -e^i^t" ;s Beckman Lsasoo^Sft^v- y ^ V - V 3 ytfmf-^'^^ 
5 ^j-r^MS ; 3 H - f - ^ >>' : «¥vm«^Mffi24'>x;v7>- h 

ft'OM5%C02^«T37°C-C-^. 5%FBS (Gibco) ^^is^^^m^-C^ > 

^c^^-YLfzo mmi^j^)^^^hm\L. ^ftS?- (dmem: ^y^^vy (5 

g/ml) . (5 ^g/ml) h V -^A-feVf-^ h (5ng 

/ml) (SigmaChemical, St. Louis, Missouri;6^f>0A) "Ir^^t ^J^MM^iJ 
(:^^n^'#^li884) *||^ Lfc F -12«^*) ^n^LfzStmM^ 

-/ml(7)3H-f-^ yy lm\/^:x.)Vi:m^±o 24B^KISEtC{i^^^Afe4' 

^ydr^/^-vay^-r^-t ^'^t fix is immoM^^umm^m. t 
-vLfzo mm^^^mRrfmmmzmLxu^&^Kmmtfzo mm^r-mw^L. 

3H-n^ vy7'n h a~-)VlzmLxmmLfzX i l<zy°y ^myyi-ly~ 
a y .^-i ^ 7 ^l- iZW^-r fc ib l/ZmU L tz ^ Lotus l-2-3©7T'f>'t' 
•^®^MS.O*Lotus i - 2 - 3® ^fflt^/c^tJf<2>fca?) t:; Beckman "D 

ata Capture" V 7 V ^ :c7 1 4 y ^ -7 X XW^t h BeckmanL 

s mm^y y ^ V - V 3 y%\%X^x^^4 7 j^^^m^ L fzo 

#^0 
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(81) #S¥8-5 0 6 1 1 2 

F (Nunc, Inc., Naperville, Illinois) ±tC«x.#tt/to 2 0(7)/^°;^:^S»ft 

9>:^k^izx^m^^fifzxdi<^. MA^^wm (^j^p "c" ) x^m^^-n 
i^j^jt "B" ) . x^m^-nmm i^^^^ "d" ) ^z-tti^^zL 

xm.w^i^tM.^^x.fzo ^n^nm^.\zm<tx\ s^>^:i-^-v3>^ii 

: 24Bf ^3 R-u4'yy9 y^^^W.mm^'m.'RmmW H - ^ ^ >'DNA 

A-10DiC^1-o »jl:^!f^f±1-^T. flJffl¥t^^^^5«ttH (3H-n^v>^ 
^coffiliT^oMmii^H-f-^ >^>|tSco^oJ; !9;^^v^) ^h^^L. icT^^t 

^i[:^^^(±ifiLt¥ftMSto^>/N°^K^^^iawts J: ^ < 5%fb 
s(7)#4 T-eoNA^^ a Mmm%mmm,(Dmt} ^mmLtzo 5 ^ra;s.i/24Bf r 

V > B (7) > / N° ^ k:^ r/DNA^;^ * ^ El 1 0 A - D ^ tL^^ti^-r o 
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(82) # «T 8 - 5 0 6 1 1 2 

mmm9 

^MmmwMm.(^W2^. ^u~i-)vmt (nr-an-od mm^^-^^ 

Mv^Tin v\UoRir\r) \f\yo(Dmii'C^mLfZo M^M^fflMl^:^* (B054 

) . mittt^tFiifflia^f (A375) Rxfmmmmmmmm mzs) ^lonmo^ 

\£-Xtti,K. NR - AN - 01 t:im L fz -^R tfr.>XmmtmM ^ M V ^ T ^ > 

ft/hs ; 2 =m.m ; 3 =^mm. ; 4 =mMxh^o n.^<D^^mmmmm.'R 
\zi. ^m^m 

y^-i-y4 x-^fifzo mm^mmm^izw^Ltzm^. ^mmm^y^ 

-ir^)^~-'yBy\tWA^m.Xh^i)^JLmiibhfifj:t^ofZo HT29»(iJ: 

$ ^® A f - -xONR - AN - 01 ^ ^ < ^ H~ - X i^mm ^H. ^ 



m 3 



1^ m 


y V 




mm 


mm 
m 


-'Mm 

•7^ XX/ 


Wl M 


m 


'J V 
V- 
jU 




f* 


Cell Monolayer 


1 


fta 


05(G) 


A375 


2 


0 


0 


0 


0 


0 


0 




Ba 


05(G) 


HT29 


0 


0 


0 


0 


0 


0 


0 




C 


05(G) 


B054 


2 


1 


0 


0 


0 


0 


0 




Da 


(G) 


A375 


0 


0 


0 


0 


0 


0 


0 




Eb 


(G) 


HT29 


0 


0 


0 


0 


0 


0 


0 




F 


(G) 


B054 


0 


0 


0 


0 


0 


0 


0 


5 ^ 


Ac 


05(G) 


A375 


4 


1 


0 


0 


0 


0 






Bb 


05(G) 


HT29 


0 


0 


0 


0 


0 


0 


0 




Ca 


05(G) 


B054 


3 


0 


0 


0 


0 


0 


0 




Dc 


(G) 


A375 


0 


0 


0 


0 


0 


0 


0 




Ba 


(G) 


HT29 


0 


0 


0 


0 


0 


0 


0 




Pa 


(G) 


B054 


0 


0 


0 


0 


0 


0 


0 


15 ^ 


Aa 


05(G) 


A375 


3 


1 


0 


0 


0 


0 


0 




Bb 


05(G) 


HT29 


0 


0 


0 


0 


0 


0 


0 




Ca 


05(G) 


B054 


2 


1 


0 


0 


0 


0 


0 




Da 


(G) 


A375 


0 


0 


0 


0 


0 


0 


0 




Ba 


(G) 


HT29 


0 


0 


0 


0 


0 


0 


0 




Fa 


(G) 


B054 


0 


0 


0 


0 


0 


0 


0 


30 ^ 


A 


05(G) 


A375 


4 


3 


0 


2 


0 


0 


0 




B 


05(G) 


HT29 


0 


0 


0 


0 


0 


0 


0 




C 


05(G) 


B054 


3 


2 


0 


1 


0 


0 


0 




D 


(G) 


A375 


0 


0 


0 


0 


0 


0 


0 




E 


(G) 


BT29 


0 


1 


0 


0 


0 


0 


c 




F 


(G) 


B054 


1 


1 


0 


0 


0 


0 


0 


60 


Aa 


05(G) 


A375 


4 


3 


2 


3 


2 


0 


1 




Ba 


05(G) 


HT29 


0 


0 


0 


0 


0 


0 


0 




Cc 


05(G) 


B054 


3 


2 


0 


2 


0 


0 


1 




Da 


(G) 


fl375 


0 


1 


0 


0 


0 


0 


1 




Be 


(G) 


HT29 


1 


1 


0 


1 


0 


0 


0 




Fa 


(G) 


B054 


1 


2 


0 


1 


0 


0 


0 




Ab 


05(G) 


A375 


2 


1 


1 


2 j 4 


0 


2 




Ba 


05(G) 


HT29 


0 


1 


1 


2 3 


0 


0 




Cc 


05(G) 


K054 


3 


3 


1 


3 14 


1 


1 



D00008450.006 



3 im) 





'J Y 


mm 






—^'\-^ 




— 
AM 


'J V 

y— 








Da 




A375 


0 


3 


0 


2 


3 


0 


0 




Bb 


(G) 


HT29 


0 


3 


0 


3 


1 


0 


0 




Pb 


(G) 


B054 


0 


2 


0 


2 


3 


0 


0 


m 




1 


lA 


05(G) 


A375 


2 


0 


0 


0 


0 


0 


0 




7A 


05(G) 


HT29 


0 


0 


0 


0 


0 


0 


0 




13A 


05(G) 


B054 


3 


0 


1 


0 


0 


0 


0 




IB 


(G) 


A375 


0 


0 


0 


0 


0 


0 


0 




7B 


(G) 


BT29 


0 


0 


0 


0 


0 


0 


0 




13B 


(G) 


B054 


0 


0 


0 


0 


0 


0 


0 


5 ^ 


2A 


05(G) 


A375 


3 


1 


0 


0 


0 


0 


0 




8A 


05(G) 


HT29 


0 


0 


0 


0 


0 


0 


0 




14A 


05(G) 


B054 


2 


1 


0 


0 


0 


0 


0 




2B 


(G) 


A375 


0 


0 


0 


0 


0 


0 


0 




80 


(G) 
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^9^U7.^°^) yjim^ Yii^yy\zlZ>M.mmfm\r\ vitro DNA^t/ > 
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(86) 8 - 5 0 6 1 1 2 

itmmfmmmi^^isn^in vitro m/kRtf^y^'^^M^mim.^ir^:^^^^ 

^ 5 % vJJ^^BlfllVt (FBS, Gibco) ®.tF5%SerumP 
lus ® (JRH Biologicals) ■SDMEM (Du 1 becco 0 |g IE ^ — 

: (Whittaker Bioproducts, Walkersvi I le, Maryland) ( 

ifliW¥ftM^*40, 000-50, ooo»/mi-e«x#itr. **feM8 0 "5^^ 

V >0>rtifc^f^it (200ng/ml, 20ng/ml, 2ng/ml, 0.2ng/mi:5.<70. 02ng/ml 
) ^^^^*4't;55^t5:$-lJ:/^o h^9v^^B{CMLT{i. 20ng/ml, 2ng/ 
ml, 0.2ng/ml, 0.02ng/m\Rm.002r^g/m\mmmm^^^^M^K5^^^ 

■t" trM^a-e 5 ^ra ^ :^ ^ ^ b L 

o i^mm^ y^^^-zyaym. ^^)i^^mmm8(D "s^mmm^^E-u^ 

itm^mm (B054) mm^mnmr. ±sao "s^r^^m; 
- f - ? V (3 H - n ^ V -e ^ <) ^ jjD X- o mm 5 %C02 ^«-e37°c -e- 
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(87) #S¥ 8 - 5 0 6 1 1 2 

jflLW^rt^ (B054) mm^2o,ooomm/m\'^im2A'yj^)]^y'u- hKm^nn 

X. mm±M (mu) 4'5%C02, 95%S^'e37r-e-^. dml/'!; 

fp-X:4y^:r^-VLfZo ^9 ^ux^i-'V yoMmM^M. (100ng/ml, 1 
Ong/ml, Ing/ml, 0. 1ng/mi;5.y^U Olng/ml) ^>:V^-eTIBO J; ^ 2 
^*4^tC55^t5:$^fCo YiJy'yyBKmLXlt. lOng/ml, Ing/ml, O.ln 
g/ml, 0.01ng/mlSr/0.001ng/mlO>rt»f^?t^Tfe<7)J:9 t^2 0(7)i*^Pt3(C 

( 1 ) ; RXf 

(2) -DMEM (n^v^lS'^^) o 0.5^Ci/mlO3 H-n^ v^^^-^tfo 
(2) fi. *,^Oft||-24B#r^^ ^^^-^-i/a >WK(Cfflv^^o 

^^K. 24BfmtS(C^v>T. #?^«*±fB(Dj:9 t^^* (2) 'I'-emt 
fzo (1) ^ni^IL. (2) ^(Dimmmm<7)7V::'~h 

^M^^^j:^:^)^K4m^lzm^fZo -^^V^-e^* (2) 1:MM^J^)^Km^fZo 

^2omfm^x^i. ±m<D X ^ {z^i^mm^mm (d KmRLtzo mm (i 
) ^^:r.)v^^^u:^^\t^ (1) ^(Dimm^^m(^7v ^-h^mw^j:^^ 

)l^K4M^Kmx.fZo ^^V^'e:^^^ (1) ^Mm^J^)^iZj]U^fZo :^*^24B^r5^ 

KM^^^ix. mmj:i^'mm^^^m^^)^^zmx.fzo 2mmB im^iUE) k 
. ±.m<7)Xd^z^ (2) x^mttzo mm (1) ^^j^)vi>-hm 

5it. mm (2) ^oimm^mm<n7^)a~-v^Mm^j:^j-)i^K4M^Km^ 
fzo ^k^^-vmm (2) ^nm^^^i^KMifzo 

3 H - n ^ V > CS: was) ^O^mmM^mmiz%^ 5 %C02 -e37SC ^ 
yT^;^ZeissSI« (Zeiss, West Germany) iM^^X320mx^MMf^LfZo 

>xizmm^m\Lx. ±iBoj: ^ Kmm^TCAxmmLfzo 
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(88) S^mW- 8- 5 0 6 1 1 2 

24Rm2ommmm : DNA-^)t^t^, : 
) {±: 

(2) =^^^%o 1.0/.Ci/ml(7)3H-^5 v^^-^tfo (2) (i. 

ffli: (MED) ^m^Lfz\tm(^^o%mmmm\i&mtLxmKLfzo s^r^ 

SK-e. ^ n X .1^° <; > > ^ ^° ^ R-^^^^-e \t 1 0Ong/m I . DNAlt^ \i 1 
ng/m KDMED tLM. t fvi o 

X^T^n;;^.i^°'; >'jCMt^24B#KMED(i^ >/N°i:^®^mtS-t^ii10ng/mU DNA^ 
L-C{± lng/mlcOMED^^t/^o 

5 6^mmmx\ li^y^yy^it^ y n^mk'^xiimm^tn c < i 

Ong/mlOMED^jLiiELfco f"^ h ^ v > tcM-r-2)24B#KMEDi± ^ K-^^ 
^t^-etil.Ong/mU DNA^^tt^-CfSO. Ing/ml-C^o/Co :^^'^n 
7. .1^ 'j > CD 1 20B^r^l*® m LXimOA ng/m I OMED ^jf^LfZo 

±M(D'f4 iij^'yyB\z%m^fifzhn^mn:mm^^x^ ^^vii^i^y 
cRm^ vijy'yy-Dimm^iAnnw^zmfmmx^m.Lfzo irn^x. 

^4 Vi7y'yyCit^y^^^M^^mkMXii^.0ng/m\. DNA|t^t:ii0.01ng/ml 
mED^^ULfzo ASmmxit. ^4 Vi^y^yyCii^y/^^M^m^k^XiiO.) 
ng/tnU DNAlt^-eJiO.OIng/mlOMED^lLiiEt/^o Yiiyi^yDli, 24B#F5 
^ ^^/N^^S^Jttt^-Ciil.Ong/mU 24B#KDNAfi^^-e(iO. 1ng/mlOMED=^5:iEL 

:;^-eO. 1 ng/m I - 0. 01 ng/m I OlSHCiMED^ ^ L T^io 
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(89) #ST 8- 5 0 6 1 1 2 

mm (B054) *#7^Co «*l^5mlO^*^A;flfc¥ig6 't^i;va^^*7>- 

5 %co2 ^ > ^ -n.^- ^ - 4^tc37°c-e 1 B^p^sv^fco >>:i^>t^i!ixi ^^yy 

mt ^K, 1 mg/ml T V ;^ ^ )V 7. )V r^r^ ^ v K (DMSO) ^ Lfz^4 ViJy 
v>R (Sigma Chemical Co.) (07. h y ^m'M^mULfZo ^4 Vijy'yyBX 

fz : 

AM : 1,3,6,8 ikmm^^^mmmn(n>^ ; 

Ba: 1, 3, 6, s RmoB rmmmnmrno ^(DmmmMx 7 Bm 

, o.mo^uoi/. gXmit:\ m^i^mmi>^tfifzo mm^j:^mRvmM^m 
KsmimLfzo 

mm. ^fih(Dmm(D^^^^to m^. "w immm&^^L. ^z.x 
1 ; + 2 -^js ; + 3 ^^^m ; + 4 =mi^ (ft^^^js : mm^mm^ 
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(90) i|f S¥ 8- 5 0 6 1 1 2 

-=mm^ L ; + 1 ; + 2 ; + 3 =^mm ; + 4 =«^^«t4^ 



¥vtMIMO» (+1-+2) f*9v>'Bfflitt^-t*^L. * 

/h ( — +1) Mmmm\t<D^^mto r-^n^hK. i^mm^<^^oBm(D 
mmmm^^-^^^^. mm (o.i/.g/mi) m^mmm^mK^mt^ (+3-+ 
4) mti^nmnt^^ti^si-. 
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+3/44 


f3/+4 
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+3/'+4 


+3/+4 


fl/+4 


-/'+2 
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+3/+4 


+3/44 
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T 
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+3/+4 


+3/+4 


+2/+4 


-/+2 


+4/44 
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44 
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+3/+4 


+3/+4 


+2/+4 


-/+2 


44/+4 


+4/+4 


43/44 
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T 






fl 


44 








43 


lOM 


+3^+4 


+3/+4 


+2/+4 


-/+2 


+4/+4 


+4/44 


+4/44 


42/43 








fl 


44 








+3 
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fZo ^flh(Dm6^m^n^M. 6 , 24, 48, 72, 96, 120, 168, 216;^lf264B#ffl 
Xh-ofzo M^^«^I1^L. ^fetr. /N°;v;^B*S7°n ^rJ- 

laioA, \QBRmocK^tfi^r~^ tmmmm^^^o 
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In vitro^M*-t\ h:^;9v>B (1 ^ g/ml ; fet^IJl/JlXli^^Affll: 
Lfzo 
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(93) 8- 5 0 6 1 1 2 

mmm^s 

^l^^^]Vy (BRDU, Sigma Chemical Co. ^^ibftA) (7)DNA^OlX l9 
t^-tlCJ;^. invi voJflLl=¥-/t^iim ^ ^» L o TfTM^Oj^CBRDU^ 7 ^ n - 

#E*i^LTi^V±S4t7t:o 50mg/ml(7)?tE<7)BRDU2ml^#:S30-40*°> 

> h ^ 2mmK|!S-e«if O.C.T. (M^lffSS 
) -fti^igD (Tissue Tek® , Miles Laboratories. Inc., Elkhart, I 

N) ^^t^<tltfflcryomolds(C|||tC]i-<r. Wmm^'^^W^^'^ 

fflV^TBRDU^^mLfCo 
BRDU (1 g BRDU^?J^M7]Cl7mlS.0^^1N KaOH3m\^K^m ^■^)V^mm&V'lZ 
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(94) 8-5 0 6 1 1 2 

I ) mm)m(0 5 ju mW^^^^^yt y y (-20°C) -triO^KETRtfc ; 
^fz ; 

aiuiciN Hcio2o(DT'; 3- h ^syr^tfeortc^fif -2) ; 

5) 7.yAV^ir(ZX^\^n. ImlO IN HCI-e-^Lfc ; 

6) K^60°CO IN HCHl15^r^^Lf^ ; 

7) K^37°C-ei^^. ImlcT) I NHC|-Cl5fe^L^w ; 

8 ) ;^ y ^ K^m^aPBS«^ Lfco PBSJi 5 ^f^FB-C 3 mk^fz \ 

9) ^>t±0|*Iiat4^ME£«^iE#-V^^lfil?f (PBStfl :25) t:^20^rHm 
»fL/^ ; 

1 0) TM. 8 t iwi^tfi. K ^PBS-e-^-^ t ; 

II) W^-^-^X^/LBRDUiftfr (DAKO Corporation, Carpinteria, CA) hh^ 

\Z.\^fJ. g/ml-eSO^ra^ >:3p^^_ \^f^ ; 

12) XS8 i:|Bl1ttc, K^PBS-ef»tfc ; 

13) ^>T-^-fe^ 3'>7-9-lf^;Vt^v^^-4f^ltfb (HRPO) -V ^B^^ X I gGi 
(Jackson I mmuno research Laboratries. Inc., West Grove, PA ; PBS'Cl : 20 

t^«) %^ hABititt i ^) (cso^ra^ h Lf^ ; 

14) Xfi8 tlWI^tr. 7.^ A K^PBS-t-gfeittfc ; 

15) ^>T-^fe^E (3, 3' -vT^y-^^^vvy (dab; Sigma) , 200ml PB 
S4'tC 5mg/m|-e) 0^^200;^ 1 c^30%H202 hh^ (C105>r^-f >-^^'^- h Lf^ ; 

16) Ifis tRMic. K^PBS-e^^tfc ; 

17) Si^#^Gill I^-^hdrvV^ (Gill I Lerner Laboratories, Pittsbur 
gh, PA ; 30T-V y 7l -CMit^^Lfz \ 

18) K^PBS-e?5fe^L/c ; (dHaO SOOml^itl 

u ^ 'i' A 1 gm) T11 yy^x^im Lfz;^LX 

19) W^3|G|.:^|^7|CL. mtLX^ iJ^^-f^Ts^M'ffZo 



(95) 8-5 0 6 1 1 2 

1=^1 /m^-^'y-mit (hpf) ; 

2 = 2-5 /HPF ; 
3=>5-^10/HPF; S:^^^ 
4 =>10/HPFo 

imn^mnmL (^ai) . ^mmm^ («i) bnzms^mmwm^ 
c o PBs:^ vF^y ^u-i- n-mn \zwm. 5-4 m?mwM ^ 

h ^ 9 V > B ;^ rj^^x ^ n ^ *° y > <7)f;Lii^#^lffl5a#t4 omn i^^M. 

^4 Y^y'yyB^m^^fz^^)^-ysn-mitr^mm(D^^^m^7-y v^m 
•9-^ Yiiy'yyBTnLfz^vu-y^mitr^mmi. ^(^^mm'emmL 
fzmmxmmtitmi-fzm^. x^^^fj:mmmm^TsLfzo wo±mmm 

hz^-f^ntzmm ^mm.m^KwmLfzo #mo*^t=e®«*> bqz^^ 

xAIV3^^ejr-^-^attM^et)^tfv^TA (R & M Biometrics, Inc., Na 

sinviiie, TN) X ^ Hmsmm^hwmL. wmLfzo ^hK5m(^ 

{im^Z^^W}^2^;^4Y-fy^'yyBmA^0Ajug/m\, 1^J±T3 

'MMm ; m-m,^.) ^fflv^r. ^^m^^m^MLtzo 2^(7)mm-hmzr~ 
^i-^Mfzo ^4 vi7y^yyB^m^k3mmE<Dm!^.T<r)mMMm<Dm±T^m 
m^tifzo 
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(96) 8 - 5 0 6 1 1 2 

t^^t/to lttt*tra^ PBSRxf^y ^u-i-HxmR-m-oMi. m-mm. 

BS) ; 0.01// g/ml ; ].Oiu g/mlRmo.Oju g/mlo »J{i^ WmP^^T-T- 

LTIt^L/Co O-Vg/ml ( = 140%if;^) "^1 . 0;/ g /ml O^H 
OM»-e;r^(OMflf^ffl;0W$:afc (014) o 10^ g/mlMl:{iJfll«¥ftM 
mtc^«-e^;& t#x.'otif^ (7"-^f±^LTv^^v^) o MW^ftfflM (O.OVg 

/ml) (PBS) li. '§mmm^±^2o%mti7j^Lfzo ^itihor 

0.01% Tween - 20® (5j?V)^+v'ac^l^^^V-«-'k.-;^7 i^^y 

-h, Sigma) i^^t^0.05Myi-^^mi-hV^J^4m\K. 5mgCONR-AN-01^ 
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(97) 



8 - 5 0 6 1 1 2 



>^^SlJ C; >m:^/-tf9^>^«) ^'^:t-r^50mMV (pH6.6 
) 50mlT«-t'E.o rl'&t/ ^40, OOOxg-e. A 2mm'h~'5^mt ^ o ±?ff 

y ;^ e ^ - ;HK»J ^ ffl v ^ r . -^li^ ^ ^-fSj b t ^ o 

(a) MIS: V— ^f-M;^tttc i i9. 1 ^mi f}^§v^f±^trML-CM 

( b ) mmmm^^'m, : J^-^fi^ ^: c7) ^ > / ^ g/-^ KJ^^ffo 4 y 

ho 
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(98) 8 - 5 0 6 1 1 2 

m 6 

/ 5 mg 7 r y ri' X F 

1.2 A m 40,000 42 3520 

1.2 ftm 84,000 66 5470 

0.4 p m 32.000 99 3160 

0.4 ^ m 64,000 140 4550 

0.1 // m 932 140 65 









+ rween 20® 


-Tween 20® 


1.2 


{J m 


8.5 


< 5 % 


< 2.5% 


1.2 


u m 


7.0 


^20% 


^10% 


1.2 


u m 


5.5 


10% 


100% 


0.4 


m 


8.5 


<10% 


< 5% 


0.4 


ti m 


7.0 


^30% 


= 20% 


0.4 


X/ m 


5.5 


100% 


100% 


0.1 


^/ m 


8.5 


<20% 


< 10% 


0.1 


u m 


7.0 


^50% 


= 40% 


0.1 


m 


5.5 


100% 


100% 






i^lSOtnM MES 


(pH 5.5) ; y 


I (pH 7.0) ; X 




ig (pH 8 


.5) isar^^sfflo 
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mi] 

FIG. 1 
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[BIIB] 

FIG. IB 
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[0 21 

FIG. 2 




□ U y > A A, s;^ <7 =y HjU;^ <7 ^-Y 5 ? - h 
(RA-HS-NHS) 

3 
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[EI3] 

FIG. 3 
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